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(57) Abstract: An antibody against solubilized glypican 3 (GPC3) whereby solubilized GPC3 in a subject sample can be detected. 
By detecting solubilized GPC3 in a subject sample in vitro, it can be judged whether or not the subject suffers from caner, in particular, 
liver cancer. Further, a cell -disrupting agent or an anticancer agent containing this antibody against GPC which can disrupt cells, in 
particular, cancer cells. 
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GPC3 © Jfc. 4> RliS^NflB ^ y H * C fl»^ "7°^ F iC^Tf £ *tl# 

*f£3J! «GPC3 CD N ^ ^ H * & « C 2fl5^ 7°^ F fc^f S irL# W*T § = A# 

T§S#:fcFltl)o £7c, nJ?tMGPC3nT^>A°^K^^Bn^^30kDa©GPC3 
C ^ F fc^f-T £ trtft: * . 

^ftT^S. ^077$'J-O^>;t-H i^-WX (&tJ60kDa) 
'j3yJl/7^X7 7f^M;yh-JV (GPI) T>* — f£ «fc DMatKM-^L 
^Utf*>3 (GPC3)«, Mt^ttl)»St J eo/^->©0J1|l{^<|| 

Ktfir, *^0^#e>«^GPC3m#:^ADCC^ttROCCDC^tt^^bT43DH : Fie©^ 
iMTSSiltMU, #fFfflm^ffo7t (#^2001-189443) . 

Vfr GPC3«Bilg^r^ >A°7STfe D 5HM©PGC3# >/1^ Steffi 

f -5 £ <h«fg^$tlT*5 Sf\ GPC3^ >^7lgft:^jil^©iY-*-iLTffl 
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*56W#&tt, ^Utf*>3 (GPC3) ffl5B&m<DTS.smm4iL, Sb<tt374 

GPC3^^5jTfe^» k bffftffiflH)@HepG2©:fcg 3t±«f* fc#?M 

b MfS^#jfe?f ^^pI^MGPCSiB'J^fcfe^Sjl/feo GPC3«fF^-T-*--eab§ 
AFPJ:D ^#W©jrFffiTjl^B^^^^C>ti^©T\ GPC3©^m«;)S©l« £. 

5ttGPC3#E#-CKMftffibfc:< #?MGPC3teN^:7 0 5P H 

HfM-tftttftlJt^nfco #«fc^GPC3©lftffitefci, NSH*Bj»*raetGPC3 

S © #*$f £ L l> £ * GPC 3 © N fig ^ ^ F £ EBSfct" % £ ffl 56 T 

GPC3©c*«c^t"*tft 

C***»Ui'r**tGPC3* ! i#:*M^-5©3^&*bVifc#>l, GPC3©C3^ 
GPC3teMMt££W;:, J»«, ^fl§-®. ?Li®, iuiziJM. flfBl^ U >A°JS 

& af ©asttuewcfc:* ^ t fe ^j^^^sm $ tiT ^ % <dt „ wmAtwwm iz % mm 

f ft t> % , BJ teGPC 3 © N % ^ 7°^ F trif* *C & § . 

*^HJ«GPC3©N^^^ H^lfeff pJ^^y^ FT&3f&fBft#:T& 

£ Sfd, GPC3©N^^^°^ F*«GPC3CDSS l#g©75 7 Bfc*> e>H374#@ ©T 
5 J Mfr 6 £ ^7°5P FXSf lf§©75; <b H358# @ © 7 ^ / WLfr 6 
£ ^ ^ F T? & S MIB^T 35 S o 

2 



WO 2004/022739 



PCT/JP2003/011318 



$ GPC3<Z)C^^y^ F^GPC3©^359#g©T5 ym^&H580#a©T 

*fpjm, *<fttt»tt»©RT»fls^u tr*>3 (gpc3) steals cta^Tf^fsw 

^GPC3fc*fTSSi:#:T?afeS. ^^^©RT^GPCS^in vitro TttB-TS 

¥K:GPC3^>A^M^#ftT§^S/^©$JJ^> GPC3^>A°^H^— 
GPC3^ >A° ^ ft ©SH3t, GPC3^ > A ^ K©*OSJfe»: S d £ 

Mtfettw t gpc3^ > a ^ s Rjfgtt © * s mmx- &n&m \zmrn. 
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£^ <d#& b wm. £ nfc mm © £ © , &&&&& zmz n% u,n *> *b 
hj » £ n s = 

1 . tfEGPC3N^7/^ Ftft^^fc^GPCSCDC*^^ HtrC^©^® 
GPC30DT5 /mmm^.ZSm&^mm&ge, H. et al. , Gene 188 (1997) , 151— 
156, XteGenBank: Z37987&fl!V>£ 

*aSWrffiVie»n*tftGPC3 Njg^^ F^#:&<£t^GPC3cDC^:/5P F#C 
#:«^-tl^tlGPC3 ^ >/\° # K © NSiS^ ^ H *5 <fc tfGPC3 9 > A° ^ K© C ^ 

)V) %>£ZfWVt&fflt>te^o M;feWlz\%, TV^ffife, thin;^, 

GPC3^if^JC^^X^Jiff$nfc±l^, mOkDaO^^ H <hl<j30kDa©^7 0 ^ 
F£fctK NMJ^mOkDa, CM^30kDa<h&S o GPC3i*a®r;M358#@ ©T 

GPC3©N^7/^ Fteu Bj^MGPC3r3T^>'A o ^K^^e»n§^J40kDa©GPC3 

@©Met^6TS y»374*S©Lys*T?©T5 /MMB^S^S^^ FSfctt 
75 /»l#B©Meta>S75 ym358#S©Arg^T?©r 5 /^SB^ £> 

7"? HTfet), $5^, ^^^if*^358#e©T5ym^{i<h^iiij^n^>^<h 
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«fc Vm^V< »7 5 yf 1 #@©Met^5T 5 J K358#@ ©Argi;T<£>7 
Bfjf 2: V* 5 . 

GPC3© C SB'* 7°^ F nJ^MGPC3 37^>/^ltl <b tl5 IU30kDa©GPC3 

#B©Serfr 6>75 yK580#B©His£*e©75 kft^^:/^ F£fc 

«375#@©Val^e.Ta /M^580#g<£>His£T©7 5 /MftBB^J^&^S^^" 

f^fr^ *^^OGPC3©C5g^^FiC^TSJrC#:«, GPC3^>A°^K©C 

^7°?F^fit5xt° i — y&Bin-rs^t?* D> ^©Birrsxt! F- 
U # a -^-^irc^T «fc Vi^^E / # p -^-;i/ifc#:-e & £ c t W£ b 

$ ^«T^ffl$nSlftGPC3N*^^Ktrifr*fc»iaGPC3C«^y^ 

#SE£j&*T!#«>. #&ET?te/B£n«£LGPC3£t#£bT, #fc«i¥Ll&**5fe© 
^n— ^ta^WSb^o nfMfrM*©^/ ^ n — ^ta^te, A-f :/ 
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£t\ *t-*St#©«fPStM2:UTffiffl$n*GPC3&, Lage, H. et al. , Gene 
188 (1997) , 151-156fcW*SnfcGPC3 (MXR 7 ) jtfg^/T 5 7 ItSE^J 

•rscticfcoTW*. -r^fc-s, GPC3^n- H-r^jieTsa^J^^no^Ji^ 

Jfcfc, d©M^GPC3^>A°^HS^^Mtl-TfflV^o GPC3^>/^M©^ 
tt§fi#feC«^^H^t^Mt)^$n5©^ -?-©*#» £GPC3*> 

^•rn««t:vi. fcawa, GPC3©N*«©«^^F*fc»GPC3©c*«©« 
hGPC3©y^ym@B^jj;D^#^^fc^ t 3#^-^^^^^ I -> GPcat^©- 

^SB^^-Km^^S S &K:5c&©GPC3£* >/^K# 

V^GPC3©^«GPC3©N^^y^F-efeD, - 0fiB#©X tf h - £ 0 

/jxav^^HWfr*«^*51i:*>Tf*S. «^^HfcUTGPC3© 

H $r it £ ffl v £ t *> -e # s o 
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-mm^mhvx, mimm^m%mm(Dmm^rc.\my\zmmir^z:t.\z^ 

VftfrtiZ* *#Wlca, *^tt«*PBS (Phosphate-Buffered Saline) 4>«l 

Schists. ^tfcM^Bt^^^M^^^^^-^^^^^ 0 # 
ffl s o ^©5xn-Ti§», & *a © ffi * © m m * . «^«> 

(P3x63Ag8.653 ) (J. Immnol. ( 1979 ) 123, 1548-1550 ) , P3x63Ag8U. 1 
(Current Topics in Microbiology and Immunology (1978) 81, 1-7) > NS-1 
(Kohler. G. and Milstein, C. Eur. J. Immunol. (1976) 6, 511-519) . MPC- 

11 (Margulies. D. H. et al. , Cell (1976) 8, 405-415) , SP2/0 (Shulman, M. 

et al., Nature (1978) 276, 269-270) , F0 (de St. Groth, S. F. et al. , J. 

Immunol. Methods (1980) 35, 1-21) , S194 (Trowbridge, I. S. J. Exp. Med. 
(1978) 148, 313-323) , R210 (Galfre, G. et al. , Nature (1979) 277, 131- 

133) mmTM\zmm-£ft%o 

?L\t* >T — t 5 Jl/X^-f > £> OJjfe (Kohler. G. and Milstein, C. „ 
Methods Enzymol. (1981) 73, 3-46) mzm^Tft o Z. fcj&rr**. 

j^DA^w^n, ttciBifim^tt. m^ummm^imM(D^r\zm^(Dm 
(peg) > ^>^^-r;vx (hyi) **»«fflsn, ^zmm^z^vm^m^m 
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se> % ta#> \z * j-)V7, )v*3c is \*m<Dn®}M&m\\mm -r z. t. % # & ■ 

mm&mm^m^&v^ ^MSMt cfcs) m^Mmmm^mm-r^z 
^®^3o~6o% (w/v) <D«ftT?»jnb, i^nu^i:«fcot@«itni^ 

GPC3CON3^^7°^ F t> U < Jt£fcteGPC3© CflB^^ F «b b < 
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U>AS££in vitroTGPC3^^#b, m^V >A3t£ t F S^O^^tM^^ 
^^14^Wr^HffM©t httM#5i:t , b^S (#&¥l-59878-^&$&# 

GPC3 C ^ F fcvfM^iitt V , £ n&^^b 3 ■e-fcHBia^ S> GPC3 n as 
F id^-TS t hm#*fc^GPC3CSg^^ F K^TT* t: htri#£IR#bT 
fc«fcV> (HRflrWffiH&H^WO 94/25585 #&?8, WO 93/12227 WO 
92/03918 WO 94/02602 ^##M) - 

Vandamme, A. M. et al. . Eur. J. Biochem. (1990) 192, 767-775, 1990#H8) . 
HffcWfcte, ifCGPC3N^^^Ftn;#:^S^t-^A<yU F-^£fcteifCGPC3C 
^7°fHM^i4t?»A<7^J F-V^e,, ifCGPC3N^^^FirL#^fe^ 
^GPC3C»^:/^Ftft#©*rSE (V) flg«*n-F-r*inKNA*^m-rs. mRNAOD 
mmfe. teftWjjm, #7 — (Chirgwin, J. M. et al., 

Biochemistry (1979) 18, 5294-5299) , AGPC& (Chomczynski, P. et al. , Anal. 
Biochem. ( 1987 ) 162, 156-159 ) m \Z <fc 0 ff o T £ RNA £ fl §4 b , mRNA 



9 



WO 2004/022739 



PCT/JP2003/011318 



Purification Kit (Pharmacia®) m&{£m bT @ ^(DmRM^mMT & a 
QuickPrep mRNA Purification Kit (Pharmacia^) &m tAS ZL t. \z <^ «3 mRNA£ 

J^teu AMV Reverse Transcriptase First-strand cDNA Synthesis Kit (^it^ 
litl) ^JB^Tfrd. cdM<D&m&£ZfiMm&ft-5\zfo, 5'-Ampli 

FINDER RACE Kit (ClontechM) 3$ «fctfPCR&/H V*fc5' -RACES (Frohman, M. A. 
et al. , Proc. Natl. Acad. Sci. USA (1988) 85, 8998-9002, Belyavsky, A. et 
al. , Nucleic Acids Res. (1989) 17, 2919-2932) m^mm^T Z> Z <h^T^^ 0 
% SnfcPCRjg#l^e>@lft£T3DNASJf Jt£*figU ^^-DNA<h^-r£ 0 

bx3fM©iia*i^L^^^— &awi*rs- fit, sw^t^dnaod^ssb^j^^ 

@W<hT§*iGPC3N^^y^FlrL#:^fe«JfLGPC3C^^y^ Fiaf*©V«£ 
^jtfc^cDfgSm, iriMiS (HIS) £&kMS^ (LID £3— r**T£DNA£ 

«hii & «t m « * n - f -r % dna* ^— © ^ ^ — \z m.^/u-em^mm 

%MW&mm*T<b (WO 94/11523 ^fg#HH) „ 
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1±-2>fc£)^ It*JV ; E>^b7>X^x^7^t^tfffiL/TfeJ;^ (Ebert, 
K. M. et al. , Bio/Technology (1994) 12, 699-702) , 

«\ (thft (Humanized) ffifa, &£) SffflTfS, £ti6©$c 

k Mbtn;#:«, MtJ& (reshaped) t htfr*£ £tlteu thW 

ni?L»#K M^.«^CXSi^©ffi*H4*3tfi« ( CDR; complementarity 
determining region) &fc h*t#:©ffi*ltt^)t<g«^«[bfc , b©*r& t), ^© 

— ««jjfeafte : ?ja«i>t#^fe»e»nT^a (^#i#fpmm^ia#^EP 125023-^ 

WO 96/02576 . 
Mfc&Jlzfe, ^^7.Jrt#:©CDR<hk MrC#© 7U-A7-^I^ (framework 
region ; FR) <h ^jS^f £ £ 5 fcKfUxfcDNABB^J*, CDR&tfFRW:£©*«l1gtt 

y^-f x--kbTffiV^TPCR^^cfc D^fiScf -5 (W098/13388#&?Rfc:E<R©;&&£ 
Ay — ^M©75 yi^llttfej;^ (Sato, K. et al. , Cancer 
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Res. (1993) 53, 851-856) . 

HiTH, Crl, Cr2, Cr3, Cr4£, LlTttC/c, C^SffiffltS 

fc teGPC3 C flg^ y ^ H jfe-S-f § D , ta^ © ®r >t X (D^M®) T? $> o T fe «fc 
<, -ftirC^fe— iSftlitSnS. #[^©®r)i-£ bTte, Fab, F 

Cab') 2, Fv, lfflCDFabt^feFc*^T*r«Fab/c, £fc«HftS L < «L$i(£) 

Fv&jas^u *c3iiiss"erfc^>^5 i x > r >fv (scFv) a*#wPe»ns. * 

-HiAUfcll «M5frl&£fflJST?5B3g3i3:S (M3J£, Co, M. S. et al. , J. 
Immunol. ( 1994) 152, 2968-2976. Better, M. & Horwitz, A. H. Methods in 
Enzymology ( 1989) 178, 476-496, . Academic Press, Inc. , Plueckthun, A. & 
Skerra, A. Methods in Enzymology ( 1989) 178, 476-496, Academic Press, 
Inc., Lamoyi, E. , Methods in Enzymology (1989) 121, 652-663, Rousseaux, 
J. et al. , Methods in Enzymology (1989) 121, 663-669, Bird, R. E. et al. , 
TIBTECH (1991) 9, 132-137#H8) - 

scFvte, ffifc<Dmmm£Lmvmm£&mmT&z.£te£K)nznz>o z.o 
scFv^^^x, mmmmtmmmn, u>#-, $f^L<^^FU>*- 

^btlg^W (Huston, J. S. et al. , Proc. Natl. Acad. Sci. U.S.A. 
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(1988) 85, 5879-5883) „ scFvtC*ttSHWffi«^«fc^L«Y««tt, 

scFvfcn-FTSDNAKJu Me^©H0^fc«HttVffi«&r3- SDNA, & 
«fc tfL£ * & teLitVfl^ S3-Ft5 DNACO 5 t3 > ^-n e» ©K#J<£> 5 £ © ±WX fc* 

n-Ff&DNA, :fc«fctf^©M$g5&^&*M* Lit <hM£n§ «k o \zMfe~? & 7° 

&&^-$n% 0 

^©i»tuT, f=^>>\ *M'i»M^©#a^<h^^-b 

^(DfoQfmmm^&^^n&o zo&ou^iW-mmm^ m^nt^mzi^m 

£ M~t Z t. \Z £ o X% & Z t tfi-C # £ o & £> , © ^tfi^&te n © 

S^Kl, ^^B^T^ffl $ n§ irC* -fiiftSttlrCf* (bispecific 
antibody) TfcoTfc«fcV>„ — fi«rSttK#«GPC3N«l^^ F£&fiiGPC3Ctti 

^y^FJi<z)ii&&xt°F-y£i««^ 

T*otfeJ:^U ^©tfLMM^mi^GPC3N^^y^F^fc«GPC3C^^-7 0 
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§ (#ItU3u WO00/61739, WO02/31140&<?£) . 

;VX fu^ ^E — ^ — /X >A >it— ( human cytomegalovirus immediate 
early promoter/enhancer) ^^Pfrf •§ £ t^T^?>o 

T>^-f ;VX40 (SV40) ^©')'fK^n ; E-^-/X>A>D-- 
hxn>y-ya>77^^-la (HEFla) & ^cdpf^LISMeIh^cd^d^--^ 

SV407°n^E— ^— /x>A>1t— £^fflt"^^k£Mulligan (Nature 
(1979) 277, 108) fccfcD, HEFla^n^E — ^ — /X>A>*tf— Sr^fflT 

§#^«Mizushimae>©^^ (Nucleic Acids Res. (1990) 18, 5322) te«fctK 

^#5. :/n^:-^-<hbTte, Mx-^lacz^n^E-^— , araB7°n^&-^- 
d lacz:/n^-^ — £^JET£*£r«Ward 

(Nature (1098) 341, 544-546 ; FASEB J. (1992) 6, 2422-2427) lz£V, % 
§^«araByn^r-^-^^ffi-r^m^«Bettere>0^?i (Science (1988) 240 

1041-1043) tejcD&irr* 
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PelB 5/lfj-)Vmm (Lei, S. P. et al J. Bacteriol. ( 1987) 169, 
4379) *ffiffi*rn««tVi 0 ^UT, <V 7?XJ±\zm±-2ntz.$fifc%ttMVfrW:. 
ffifa(DMm%:MW\zB.frMVX (refold) mmT^o 

-^-Ol/X (BPV) ^©ElH5fe(Dfe©^fflV^ £ t SSKl, H^M^ 

3i/Fh7 >X 7 m ^— if (APH) jtfS^, ^S^^-if (TK) itfe^. 7C 
J3IS^rit>^>^T^>^X^U h ^>X^a:^— if (Ecogpt) itfc^ 

^tHDlil^Si (dhfr) jlfe^^^^^^^T^So 

£?£L<teu 2fc^g^^ffl^ns^tt, nf?LSM^^, Mx.«XHCh COS, 
n— V, BHK, Vero, HeLalffl^^T^^^ tl^>o 
^fc, ^M^m^n^iti^fflHS^in vitro^fctein vivoTiS* IT a W 

tbt, DMEM, MEM, RPMH640, mm^mmiT Z> Z. htfX ^MiMMff (FCS) 

m coskm mm. f § e 1 & t?^ & D 

tit, Hyper D> POROS, Sepharose F. F. (PharmaciaM) <b tl£ <, 

Bum^n^>h<Dxnf^ 0 m^h ±S77^-r^-*7A^©^uYh 

iirS £ £ te«fc B , ffifitS t t S (Antibodies A 
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Laboratory Manual. Ed Harlow, David Lane, Cold Spring Harbor Laboratory, 
1988) o 

2. GPC3<D&tH 

M^w^tttn wak*. 7^A;7^t^, x>if-r a-t kjtv 

< tex>lf-f A-f A/ Ty-fe^f T?*tK #fcff£bV><ma#**S^6!£&*3£* 
(enzyme- linked immunosorbent assay : ELISA) <M%J£. sandwich EL ISA) T? 

^GPC3N«S^^HSifr&fflVifc--jR«fettai*StbT«, 0d*.fc£. trtGPC3 

ff V^GPC3NSS^^ F*n:#:<hGPC3^>A 0 ^K ; £M^-$i±7tm^^tfbT, trt 
GPC3N^^^H^f*^^bT^j##:^^^bfcGPC3^>A 0 ^K?:^m-r§-^ 
&&g^4«<£GPC3^>/^«<Z>&tfJ£fT 5^fe*#tf S ££#*Ttr£o 

»te©:£j##£#tfs££#T#<5. ^n^©^#^ h— x^v— horn 
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Ritiis, &M«sns. -f>*3.^-->3> 

^ >A°^KttaGPC3K{*©M^^^^^^^®^*. ; ^^^ :fe * < » 

*mm<DGn3*>^?Mtkmjjmz&\,>Tte, GPC3*>/^«&«ffibfc^« 

GPC3^ >A°^S S^SftVaHSten > h a-;Mtt»*GPC3* >/^^K*WHItt3 

-jmn^n e n^m, gpc3^ > a* ^ « s^tr»tt n > h □ -jvum-v # 6 n 

ttGPC3N*^^Pttfr*^bT^»frfc»^UfcGPC3^>^^K©*ffi©» 
*UViMtl/t, Sst^MTSIi$nfctaGPC3 NflB^^ Fia^ffl V*S:£ 

^frfcH^^nfctfLGPC3Si#K:*^tt^*Sft6$^ *5fc#fB^ 
GPC3^>A°^M^#^W^^IiT^Slltii#^fflViT^mt- ; i)o 

zlgdis, ^^tc@s$nsttGPC3N«^^F»i#fc*« < »K , r*iisn5 
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& « x h h - f & mm-? %z.hi tfiB ^h^ 0 

7S?mvh-^( 32 P, 14 c, 126 i> 3 h, 131 i&£K ^;v^i/^-r>, n-^ 
5 >, ^>^nUF, ^>^'J^o:n>, ;^>7x7-f, 

7MU3K7 7 7^- if, j3-#^£ h'>^- k\ &-!f)Vuz/&— fe\ 

*'J^77 ^ —if 75: £ ^^^tfc7Hy>^^6[l § C <h *W 

jtt»*^^-hte:Jn^.*. -f>^-h©ft, i!fc$£U SHBtitGPCSSifl^in*. 

JftGPC3tri#:&lftffi-rS. ^ffl«aH#fr^©7j^fccfc 0 fx "5 £ M*. 
«\ $:Mtt#J3t (c cfc S HCft © \Z >- a > ^RI AS \Z «fc D ffi 

(ABTS) , l,2-7x-l/>y75> (^V-7x~ l/>y75 » , 3, 3\ 5, 5'- 

■5r h ^p<^;i/^>> ? > ? > (tme) m.%mn<Dm^\z 
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*tlgpc3 Nt^y a ^^m^^tsmm^y°u-bUE(D^wmz 

^S^&fc<Tfeft, WS.fc£BSAfc:£-e:/ny^>^rS. m**fe#b, &. 

*^0J(DGPC3^>A o ^KMtB^'?^©{{!l(D^il<hbT, GPC3^ >;^R*i|fJ|fig 
0^a^-/a>bm Sfc#b, £fc#tlHC^llrbT^£GPC3^>A°^ft£:, 

-^GPC3m^^m-^#^#MW^MiiT^-^#{-^ o^ffir^o ^ 

X. tftGPC3N«I^^H*i**Hfei-*. ^1/- h£$fe#^ ^>A^K©## 

Mc in -f>^oL<-h©m, «fc#b, — jfetftGPC3^&tn^. 

*^§Hj(DGPC3^>A 0 ^K©^tH^?i©'te©SI#^bT^, fc&Kj&SfiJfflbfc 
^HJ^SWf^ilt^TtSo R^Tfefc^ViTtt, irCGPC3N^^7°5 : -Fin:#^ 
«5f^ b fcfi^^ffl TGPC3 tHt 5 £ <h J&*T? # £ o tft # Sr^f^T § Ufa £ b T 
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0^b^o ^bfc&^fc&m^iB'&l^ -JEi$IW«#b;fc«fc, «#**K:GPC3 
K:«tl)SIS*r*c:tK:<fcoT%>*fttH , r*cii:* t iril7f&S. 

i^^t^tbTU7Jl/^^ t^RHBTfa&So WAH BIAcore 

(PharmaciaM) #©AM tf-fe >it- l^S E £ \z «fc 0 GPC33 7 >A°^«iia 
GPC3N*^^Kft'»©IS'&**ftW'rSC:t^fllT?*«o JM£l$fc:K^ iaGPC3 

ns^ x^ f *tl#: izm^-r z> gpc3 ^ > a pw&^m^ ©^-fb t b T^m-r 

*^HJ«, ffi©^i(f©^^©^MM4 1 ©GPC3^>A^«^^aiT§^^©# 
irCGPC3N^^X^ b**rL#£^tf- K^BrSSSfcKi:^ h^EIA&£X^< 
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( 1 ) fct #: <d m tt <d n II 

* m m X m m £ ft S 3n # © trC M ^ ^ i£ 14 ( Antibodies A 
Laboratory Manual. Ed Harlow, David Lane, Cold Spring Harbor 
Laboratory, 1988) , U^>Hl/^^^-M^ia*^tt (Harada, A. 
et al., International Immunology ( 1993 ) 5, 68 1-690 ) (DMfeK 

* 55 §H ffi m 2 ft 3 GPC3 C m ^ ^ ^ F tft # © irC HC & # *S tt £ $J 

iti»^SHT, eli sa (wm^&f&&mmmfem) , eia (hs§ 

:i^Tt§o «*tf, **fttt«SifeS/B GPC3C«i^ 
y ^ F ^ 33 _ ^ ^ > /f b fc y° V - h Id , irCGPC3C^^^^ HtfL#S 
W*fc£, irLGPC3C^^^^ H^*^^3WJfi©«*Jt»^ 
ft © #l #: £ £D £ o 7^*'J7*X7r^-l?*©»*7Sitfc 

^mm^mm 2 n^^w^^^^mm-r z> k: « , m gpc3 c ^ ^ ^ o 

^ F Itl © 4> f P ig '14 * SS 5£ *#* S o 

(2) $ffll£#m?£'l4 

ADCC^ ft * fc CDC7£ ftStt^ilt * U V* c 

ADCCfiSttte, x7x^^-«BHai:*«l«HIfii:tiiGPC3C«B^y^ F 
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SOJg £ 36 e> ^ b * 5 1 Crfc: «fc B MM b, E n K: ft GPC3 C AK ^ ^ ^ F ft 
# £ JO A. > 3r a. ^ - v 3 > & ff , *:<D&. 9 W UK AM ^ b & W 

uvgcd z $> — MM%JM%.'i zl^ — zs a yttftDo -f >^ 
a^-y^fii^lKb, _L m 4> © ft M fit i4 & * ^ > F -r * - 

Sfc, CDC^ttte, _h3£CD*«*»*BIIfiI tftGPC3C>^:7 0 ^ Fft# 

& *s ^ b , ^ © & * & & m m b x -r > ^ 3. ^ - a > & ff ±§ * 
n id ± » ff © $k m m ft s * ^ > f -r * - 1 ^ o sa ^ t § z. t & -c 

ft # # M ft fK » iS 'ft * 38 # 1* & » . Fc§|5 % ifi & m T & 5 © ^ 

& a * {d « , * 3g ^ ffi ffl *r s ft gpc3 c * ^ y ^ f ft & « fc^p # 

£ 13" A; ^ £ <h A* £f * b o 

( 3 ) not ^ 

* 3S HJ! <D ft GPC3 C ^ 7 ^ F ft # & ID ft * « > #fc*»lft©flJE* 
t^^iHTtS, $ £ id # 58 (O ft GPC3 C «f ^ zf ^ F ft W £ 

(4) ir^SSO 

— HI ##:fi lkgafe 0 0. OOlmg j&> £ lOOOmg© 16 
HTTjgtinSo ftSVitt, S# fe. t) 0. 01~ lOOOOOmg/bodyCO S4i 
^S^^i:^T#§ 0 b^b^^S, *^H^©ftGPC3C^^^°^ H 

ft #: & ^ m t § ^ so » 3i n 6. © s # m ^ tj is $ n s *> © "c « ^ „ 
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* 3§ BJ © irt 3§ BJ§ © JrC GPC3 C ttf ^ 7 ^ H JfC # * *tl * # #b I& ft t. 

( Remington's Pharmaceutical Science, latest edition, Mark 
Publishing Company, Easton.^EI) , m $ » fF ^ $ tl S 3fi -t 5 is 

^0 ±5ft:S**<k^lSIiJn«!i©Wt IT, 7jc > B IS ft K: fF # 
£ n £ & *g 3W , n 5 - y > , #iJH-^7Jl/3-ik # U tf - ;P 
tf n u H > , # ;v # tf n ;i/ # u v — , * ;i/ # >- ;* 3=- ;v -fe ;i/ n 

A , 7K « tt 5 s 3r X h ^ > , AJ^^y^fjkX^-fth'J^A, 

^^^>, /fjvtJi/n-x, x ^ ;v -fe ;i/ n — x , + +t > ^ > ^ A , 
7 7 k* 7^A, * if -Y > , * 55 > #Ux5 : l/>^iJn-;K ^ ^ U 
•fe U > , ^ U *fc U > , 7°nt:V>^U n-JK V ir U > , ^ 7 ^ 
> , XjT'JJVTi^-JK Xf7'J >t, t h Jfil m 7 JV 7* 5 > 
(HSA) , T>-h— )V, V)V\±Y—)V, ^ZY—Ts, IS II is in #f £ 

m m <d m in m « , * ^ bj & ^ © m m \z m c t ± is © * ^ e ^ ^ 
•ex^iSffl^-^fctTitfni)^, k: is *r 5 %> 

trC * ^ BJ§ <d tfi GPC3 C « ^ ? 3=- H tft # * *rt # * « jM , M 3- fc£ £ 3 £ % 

n » $u ^F^tjgt^K^iSb, ^n^®*i^±^j, m x. &r 

Tween8(h Tween20, if =5 ^ > , thifiL?fT;i/^^>^^rtlP^7c : b(D 

<ht-£&&K:&SgS£&bfcfc<DT&oT i k«fc<, Sjlgffi*©^*© 
IK ^ g'J £ b T « , M x. fc£ , v > ~ h - ;p , :/ F")lf ©17^3- 
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Hltt, Gene Chip %m ^fcGPC3mRNA©^iM^©^^^1~H^fe D , III 1 
AteGPC3©f£JJ!£> 01BTO777xh^Df^> (AFP) ©S£Si£^r» $ 
fi©NL> CH, LC, WD, MD^cfc^PD^n^niE^fFli, IffaMMfc, 

i2H ffM^A 0 ^>^m#inM©GPC3Rt;GPC3^T^>A 0 ^«©CBB^fe# 

H3tt, t hHf»lDS^*5^^GPC35t'fg : ?©fg^ : &^TI2I-r$)^o 

04tt, KGPC3m#:^ffl^Tffofc-5I^^nT^>A^K©r!7XX^>^l=i^ 

|U 5 fftGPC3K#&JBV>&1*-> tW -/^ELISAO®a§^f 
H 6 fct, M6Bl^<fct/M18D4&ffi^fcGPC3^> IM y ^ELISA©** 

0 7tt, GPC3CD*fl3fi**i~«S:BI*t?**- 

H8tt, ELISAfc*W-StftGPC3tt#<0«ft»'&t>ii:*^t-H , T?**. 

121 9 teu «>«r^j(ft^'&t)^rOtftGPC3W:#*ffl^fcGPC31J-> F-f y^ELISA^© 

HlOtt ^GPC3C*«^^Htrt#©ADCCSttW«©j|§m*^*rHT?*S- 

01 lfctu ^GPC3C*^^^F^*©CDC?gf»^©^^^TH-e$>§o 

^figfij £ ft & % <D T ^ o 

pJ^MGPC3, ^r?SS»GPC3nT^>^^«©5S^^^-tUT, pCAGGSKlDHFR 

DXBll^TCC£OI»AbfeM£fflV^ ig*^«5%FBS (GIBCO BRL CAT* 10099- 
141, LOT* A0275242)/ Minimum Essential Medium Alpha medium ( a MEM (+) ) 
(GIBCO BRL CAT* 12571-071)/ 1% Penicillin- Streptomycin (GIBCO BRL CAT* 
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15140-122) ^m^Tco DXBll&ffl^fc5S3g*©SStfctt, 500 ^g/mL Geneticin 
(GIBCO BRL CAT* 10131-027)/ 5% FBS/ a MEM without ribonucleos ides and 
deoxyribonucleosides (GIBCO BRL CAT* 12561-056) (aMEMH)/ PS&£ 
fc Hig 2 5nM <h & £ «fc 5 fcMTX £ (D £ m ^tc . 

HepG2teATCCc£ DlAlfctt^ffl^, 10% FBS /^M-^©^-^jHg 
% (Dulbecco's Modified Eagle Medium, DMEM) (GIBCO BRL CAT* 11995-065)/ 

A-T^'U *7«10%FBS / RPMI1640 / 1 x HAT media supplement (SIGMA CA 
T# H-0262) / 0. 5 x BM-Condimed HI Hybridoma cloning supplement (Roche CA 
T# 1088947) -vmmVfco 

mmmi fchGPC3 (GPC3) cDNAcD^n — ~>sf3e>&ztmmm%r 
kb^Utf#>3 (&TGPC3) S3— F*T*^«cDNA©^n — 

k h GPC3& n - HTS ^cDNAtt, ^J»*ttIIfi*|cCaco2«fc O^ifefc «fc D WfiU 
feist strand cDNA^^Mib, Advantage2 kit (CL0NTECH& Cat. No. 8430- 

1) Sffi^fePCRSlSfc«J:t)ii«bfc. -t1zt>t>. 2 m l©Caco2S*cDNA, 1M® 

t>x77-fY- imnmm) , ui©r>5 i t>x^7^T- (@a?u#-i# 

2) , 5m l©Advantage2 lOxPCR buffer, 8/H©dNTP mix (1. 25 mMK 1.0^1© 
Advantage polymerase Mix^^t?50^ 94 ttl^ 63 °Cr30#, 
68 c C7?3^*>e>7a:§-y--r ^;i/^35 0ffofco PCRMJ^^^^itiH^t/^ (pGEM-T 
Easy Vector System I (PromegathCat. No. A1360) £ffl V*TTA^#^— pGEM-T 
easyt^SAbfe) ABI3100 Wkzy—tr >^r— &m V>IB?!l©ttB£fr o fclS*, t 
hGPC3©^fi£3- h*f -ScDNA&^lUbjfe. 1B^I#^ 3 T^£*l5K3am t h 
GPC3jtf5^©^SSe?U^, E#l#-ff 4"T?S£*l<5ffi?!lte:k hGPC3^ y/^?M<D7 

1B#I#^ 1 : GATATC-ATGGCCGGGACCGTGCGCACCGCGT 
IH^iJ#-^ 2 : GCTAGC-TCAGTGCACCAGGAAGAAGAAGCAC 
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GeneChip£JBV>fck hGPC3 mMhmMBtir 

24«©mMS«tfffflS (S53Mb«:W]h *4Mb«:lflK <£^Jfi:PD) , 16M©JfF 
ffl8*5#&gB (fff&flMfciCH, ffFBHfcfi&ffiiLC) , 80U0IEflfrffF B:NL (^O^*— A 

tt&mRNA^^^GeneChip™ UG-95A Target (Af f yme t ryxft) Sffi^Tff^feo 
t" _hffB#«<fc D ISOGEN (0*5?— >*t) £J3 V^T h — *)VMk&mm 

X^tzM, ^n^nibngO total RNA Expression Analysis Technical 

Manual (Affymetryxtt) JC*PDT»fi^F5£3S»*f ^ffo fee 

HI fc^TJ;5fct hGPC3«fg^ (Probe Set ID : 39350_at) tejff 
^©^'fbcOg^fdPfe < ©3EMfc4oV^TmRNA<D^JgS^iE#fF^B.^{c:14;^ 

TtfflJntt^7JP777i h^ 0 n-x--r XProbe Set ID : 40 1 14_at) CDmRNAfS 

mtitmvrcm^ yjvyyyx. ^nf-f >©mRNAfgsa#m<^<H^e>n£: 

V^^^b^^^V^T^GPC3«+^fd;mRNA(D^^©^ii^Ms6 £>n, /^mRNA^Sli 
7t®bTV^fiJ-^^GPC3^*5t^Ti«V^i^l^e>^t^:-Dfeo i^±(Z)^<h^ 

GPC3cD^m«fFS©#-^^if?ii tTti msn^ 0 

trCGPC3trL#:©^S 
■pJ^Mfc hGPC3©f^M 

irLGPC3^C#:f^S©^:^©#S-<hbT, C^^ffiOj^7j<'l4ffi«^^a$i±fe pJi^ 
MGPC3^>A°^M^^Mb?to 

jK*3S«r<k D^^tlfc^fit hGPC3 cDNA^^t?y^X5 FDNA^MV^ 
■bJ^MGPC3 cDNA^^X^ KDNAfctfS&bfc. C *Mi|©ifi7j<;«4 (564-580 

<fc o IzWtmistdTffiT'?^ (5'- ATA GAA TTC CAC CAT 
GGC CGG GAC CGT GCG C -3' (SH^J#^ 5 ) ) <hEcoRI§g£6BB#K KozaklB^ft! 
tlfzl.Wty 0 ?^ V— (5'- ATA GGA TCC CTT CAG CGG GGA ATG AAC GTT C -3' 
(SH^iJ#-^6) &JB^TPCR&fro&. #5n&PCR»rtf- (1711bp) £pCXND2-Flag 

^^n-n>^bfeo M§nfcai7°7>;$ fdna^chomh§dxbii^^^au, 

500Mg/mL Genetic in T©Iita^ pJ^MGPC3WfgJiCH0*^#fe o 
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1700 cm 2 n-^-# h)v^m^mmG?cmmmm^(D±mmm^ff^, m 

^HIJRblf^^ff ofeo ig*_h?f &DEAE sepharose Fast Flow (Amersham 
CAT# 17-0709-01) fc^^-^b, 500mM NaCl£-^t?A*y 7 y — \z £ 0 m 

fcHLfeo Anti-Flag M2 agarose affinity gel (SIGMA CAT#A-2220) £J1 

l/^xyy A —J'A — fit 84 £ fx ofeo ^tH«200Mg/mL(DFLAG^y^ H^«fc Ufxo 
feo Centriprep-10(Millipore CATI4304) fc: J: £ & Hg ^ , Superdex 200 HR 
10/30 (Amersham CAT* 17-1088-01) £ <fc£^;i/3il£fx V^FLAG^^^ 1 K 
fc= *f££DEAE sepharose Fast Flow# v ^Tiftfllb* I^R#fc:Tween20£ 

^S&^PBS (500mM<Z>NaCl&^tf) T*ffi&fr5 E B/^v 7 7 — «&&fr 

"D /Co 

pJ^§at hGPC3ny^>A°^ft<7M1 s M 

_hf3K^Mb hGPC3 cDNA^^>yi/— htb, T y-fe >^U — PCR*fefc «k o T 
495#@«t509#@©Ser^Alafc«m$i±fecDNA^f1s®bfeo C^^^His 

^ ^ ttira £ n & £ 5 ^ ^ — & ig if u , # e> n cdna £ p cxnd 3 ^ 2 $ — \z 

-ys/Vfro tfsfisnfcSBS^X^ FDNA&DXBlltfc^#AU, 500 /z 
g/mL Geneticin -C©aStKl«fc 0 , pJ^MGPC33 >^^RSr55SCH0«c&#fc. 

1700 cm 2 n-7-^b)i&m^±mmm&ft^, mm±m ^muvmrn^n^ 

fc 0 «±?i£Q sepharose Fast Flow (Amersham CAT* 17-0510-01) \Z^m> — -J 

500mM NaCl&tt?U>ll Ay77-fciO^{liLfc. 
Chelating sepharose Fast Flow (Amersham CAT* 17-0575-01) Sffl^T77^f — 

^ —mm&n^fco i o ~ 1 5 o mM (D -T ^ ^ v - ; v *r ^ ^ ^ x > h m tu § ff o ft . 

Sf^fcQ sepharose Fast Flow £ffl^T»*gU 500mM NaClfe-grtl U >i/t«; 7 

sds#ut^u;vt5 50~300kDa©x^r^n> Ht, 

l?J40kDa©A*>F^#6nfeo 13 2 Izmm.foWKDtils^&^o GPC3te69kDa© C * 

$5 iz^\Ay >mmnmmm % m-r ^^nrt^'j^^s^. x * t & a* > h \t 

*\ A ^ y mMB M & S & GPC3 2b 5 <h # e> n . &J40kDa© / 1 > F X 5 / 
gt~>-^x>X<D&gJH:, GPC3©N**Kffl»rtf-&iej&£ bT*5D> GPC3fctfa&**© 
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9 VJVT^ VffrnmfaWKDm^k, 70kDa, 40kDa, 30kDa©3o©A> F#^#£>tl 
fe 0 75 /^^-^x>X©|g*, 30kDa©A> FteGPC3©C*^M§rfrT&§ 
^hmmi^tc. cmtttmPrte, 359#@©-feU &b< «375#@©AU ><£ 

MttinMGPC3T££)30kI)aODA> ^\A^>£M^# 

in b t v> § & & x * y & a* > f t~ & ^ t ^ se> t. m n ^ 0 gpc3^#s © y ^ 
t tern e> ^ ^ $ nx v> & 

^MibTGPCS^jfe^fc^^n^iii/^^^iLTfeo GPC3fcimK]»K^--;*7 

ffibfe (Hi) ot\ afp vmmmmmii(Dm^ffiis^mm'^-t>—zzVT(D 

trLGPC3^L#:Ofj5® 

t hGPC3^-T^^GPC3(D*^En>?— «y $ y ^i/^;i/-e94%©i«v^aiwi'[4^^ 
ffi^©V^x^^^bT^iaGPC3K#:^f#il^Wtgfe^#^, §5M 
^^^^XT^^MRL/lprV^X^^^Ritji bTfflV^ 0 MRL/lpr x^X (CRD 5 
E^pI^MGPC3^^-Sbfeo iniH[^Sfc«^^^>A^K^100Mg/l2n ( Jifc£^ «fc 
FCA (7D-f>b^i7ya/t>b (H37 Ra) ,Difco (3113-60) , 
^n>7^^>V> (cat#231131) ) ^^TX7JVy 3 >ftLf c fe0^ 
Tfcg:#b& 0 2ia^m^50Mg/Et^:§J:5{Csi©bfefeO^FIA (^n^>h 
T V n. A > h , Difco ( 0639-60 ) , ^ ^ F > ? ^ v ^ > y > 
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(cat#263910) ) WjVya >{t:bfefeO$gTt:^bfco KKUHMB 

-vmn^m^m^mn^tco mm^miz^^xmoug/m^u^^^ \z?mz^ 

^ feELISA^ J; D GPC3 £ ifoiit 0 SrifW^^fP UTV^ © & «I8gL ^ ^ 
X5Xn — *7iBBlfiP3Ult'7^^»IiUfflJfi*?S^b, PEG1500 (DS/a • 
/Xf^fy^, cat#783 641) «fc D MBHS-S^fr o fee 96^ig*^V- h (cl 
1U SB £ MATigiffiTMiR^ig^-ttf *ELISAT?X^U-x>^bfco filter 

±«^HIiRbfco ELISAfc:«fcSX^U— x>^tt, GPC3nT^>A°^««h©^^ 
igft £fB® fcfr & V^^fg & ft 5 irtGPC3in;# * 6 ^ n - >#fcc 

trtf*©ft®«Hi Trap ProteinG HP (Amersham CAT* 1 7-0404-0 1) SrJl^TfTo fc, 
A-f:/U F — ^J§*±tf ^m^^^AlC^^ — >>U jg^ty7 7- (20mM U 

>ithU7A (pH7. o)) izxmm^. mmrty7 7- (o. im ^u->>-hci 

(pH2.7)) T^tBbfco IS{iJli4 l ftA t y7 7- (1M Tris-HCl (pH9. 0)) ZMpLTz. 

— ^t^ff VilS^fC^fPbfe. trC^lll^^y— IVXsTzMl. 0. 05%Tween20/PBS 
T?— g^38#T£frW\*y 77- iibL ** SS£ nfeirttefciO. 02%<L&£i:-5 t 
NaN 3 £Mlb7t^ 4 t C-eWbfeo 

taGPC3^#©J§?#T 

irL#«ffi«^^^^X IgG (gamma) (ZYMED CAT* 62-6600) )Vts U 7 # 
X7 7A^-if - ^irC^X IgG (gamma) (ZYMED CAT* 62-6622) 
^XIgG1*>rM y^ELISASrffV^ 7tfflR©»»^#;*IgGliri# (ZYMED CAT#02- 
6100) ^^>^-FtbT£ilfco 

JrC GPC3 in; #: 0D 7 •< V ^ -f \± > >f \& * ImmunoPure Monoclonal Antibody 
Isotyping Kit II (PIERCE CAT* 37502) £JBV^ ^tti#®7^a7JH;f o 
fco T< V^-T k°>^©^±TIgGl^-i'y-r$.ofc (J 

GPC3nT^>A^@^fflV^c^XX3 7 >yD^y5 : -^ >7*\Z D ^GPC3Jtl#:cDX 
tf h — y^^ffofeo 100ng/W- J; 5 ^ pJ^MGPC3n T3 7 >A^M«r 
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10%SDS-PAGE mini (TEFCO CATIO 1-075) \Z J- ^ -5? b , (60V 30min, 

120V 90min) ^> Trans-Blot SD Semi-Dry Electrophoret ic Transfer Cell 
(BIO-RAD) ^rffl^T-r ^tf n >-P (Millipore CAT#IPVH R85 10) ^h^>X^ 
y-bfc(15V 60min) o membrane £TBS-T (0.05% Tween20, TBS) T?6<«so&ft, 
5%X^A5;V^A^)TBS-T-ei0#K fcSWa-Hfe (4°C) ig<h-5bfco 

TBS-TT>l&10#M«£5bfc&, 1%.X^A5;1/^ADTBS-TT0. 1~ 10 m g/mL^# 
3RUfc#tliGPC3*i'»&in^.ll^I«ISt , 5bfco TBS-TTSfetr> (10^fSx3®) , 1% 
X^A 5 AO TBS-TT 1. 1000fc^fXbfeHRP-in;^^XIgGifL{* (Amersham 
CAT#NA931) nmmmtom. TBS-TT&ofc (10#x3HI) . 5S£«ECL-Plus 

(Amersham RPN2132) £JS V^Tff V*, Hyperfilm ECL (Amersham CAT* RPN2103K) 
&m^XMB.Vfc 0 04t^XX^>^O7 hitO^^t. 40kDa©/1> 

F^KJ^T-S*n:#:«N*w{CXtf h-7°£WU> 30kDa(DA> F ^KJfcT^trtf* 

TM6BK M18D4, M19B1K C*JS#J^lit§^t UTM3C1K M13B3, M3B8£ 
#fco BIAC0RE£JB^fc«©i§J!^ ^-mf*©KDffi«0. 2-17. 6nM~trfeo fee 

^M^!I3 pJ|§ttGPC3©^m 
T^X^S^^t (xenograft) ^E^l/ 

6M^lKf'I4©SCID^^X (Fox CHASE C. B-17/Icr-scid JcK B^UTW^.^ 
%h) (BALB/cA Jcl-nu, l/Xlfc^ft) ©J&SB&T-^ 

t hfff3SHepG2*ffllia=Sr300^ffl^*tbfeo Ma^^^^$nfc53B«fcHepG2 
SfilSCID^^tl, 3, 4©^AMckD^fIifiib, EDTA-2Na£T 7°n5PX>#£ET 

(ny°n^^-^rL-^*^«W, NIPR0, NT-EA0205)T«£»8®b> t'J^B 
St?-20t:T«fbfc. &33> HepG2^*SCIDV^X#2JiHepG2^*62B«K:, 
HepG2#*t^-Hv^7.#l, 2fcfc£*66 BlfetelfcfctfJIIftck O iiiUfco *r)l<hL 

it> IM ^^ELISA 
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]fo*©Ta»SGPC3£tfeaj*r*&«>, GPC3©-y-> F-T v ^ELISA^ %mm Istco 

JfL#:<hbTt:^-^>T^fibfeM18D4^fflV^Co %&\Z ttES^&fcBtfSa?* Strict" 
5fc&DAK0*L(Z>AMPAK£JB 

96 ^ a: ;i/-T A 7 y I/- h 1 1 0 m g/mL & * «t 5 Ki£t;GPC3 Jfift ?;3-t^> ^Vt 
y y T — (0. 1M NaHC0 3 (pH9. 6), 0. 02% (w/v) NaN 3 ) ttHtfcfeOSn-hU 
4°C-e— m-f >*a.^— F Lfec SH300iLtL/well©«fc^Ay 7 7-(0. 05% (v/v) 
Tween20, PBS) T3H!2Sfc#^ 200 a* LO^fXA v 7 7 — (50mM Tris-HCl (pH8. 1) , 
ImM MgCl 2 , 150mM NaCl, 0. 05% (v/v) Tween20, 0. 02% (w/v) NaN 3 , 1% (w/v) BSA) 

^7 x ifc$t , a tt**_hfflf & A* y 7 x - *T7 31 MS fc: b & <D & 1 m 
mMM.^^ >^a.^— Mfc. 300ML/C7a:;i/©RBT-3tHl^G?^, 
T10Mg/mL<h^^cfc5lC^mbfeH^^>^bfe^GPC3^^ilP^.lB#raM 
T^> + a^-MfCo 300/iL/#:n;i/©RBT?3|IIifeM^ *JR/V.y 7 t— T 1/ 
lOOOfc^UfcAP-X Fl/^FTtfv^ (ZYMED) £JPtU 1 ISIHJSi&TM 
^-hLfc, 300 m L/we 1 1 (D#g#A y 7 7 — Tf5[sl?5fe^ i#©^Dhn- 
;WCfi£^AMPAK (DAK0 CAT#K6200) £JB V>TS8&S1*\ Y-f^D^l/-h'J-^ 

SfL#:©lf^-5 1 >'fbfc«Roche1±©Biotin Labeling Kit (CAT* 1 418 165) &m 
V^feo (D»imMG?cmm<Dmmz.\-3:, *fHV7 FGlaphPad 

PRISM (GlaphPad software Inc. ver. 3. 0) V>T#flr bfco 0 5fc*^JISM© 
it> F-f y ^ELISA©KS*^t". 

M®BJ?^MGPC3^ffl^TX^>^- FA-7^1b^ tfcttil&#a*ffc 
ng/mL © ^ * itfgT S £ £ # fc. 13 6 fc:M6B 1 cfe J: tfM 1 8D4 & l> fcGPC3-tf- > F 
-f y^ELISACDX^>^— F^J — ^^^bfeo ^©m^fflV^ M3£©HepG2©J§« 

^-fec n> Fn — ;kz>#Wl Rt^n > F n — ;vv^xjfiLi*T?»TtfiSSGPC3te:|ftttl 
Klf^TT&^&ODfc^U HepG2©^±?*> Rtffc FflfffiHepG2«ll6£#*L 
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HepG2J§3t±fllT«l. 2/zg/mL. ^XjfiLit Tfe23~90ng/mLT?feofc (Si) 0 



HepG2^II^^ Xp | asma ^ (D pj^gj G p C 3^ J g (D ^ j ^ ( ng / m g 



HepG2^±;t 



Iiflft;il(mm3) 



M6B01(N) 
M18D4(N) 



1190 



M19B11(N)- 
M18D4(N) 



1736 



M6B1(N) - 
BioM3C1l(C) 



224 



M13B3(C) " 
BioM18D4(N) 



234 



M13B3(C)- 
BioM3B8(C) 



<1 



HepG2f£JlSC)D^X #1 



HepG2i&?jSClD #2 
HepG2||^SCIDVOx#3 



HepG2j| frlSClDV^X #4 



2022 



65.4 



76.9 



1705 



<10 



71.7 



94.8 



2257 



90.3 



113.9 



2081 



<10 
<10 



87.3 



107.3 



<10 



<10 



<10 



<10 



<10 



<10 



<10 



15.0 



<10 



HepG2^inude^QX #1 



1994 



HepG2^^[|nude^7 r >X #2 
Norma! SCID^OX #1 



58.7 



53.6 



190 & 549 



22.9 



19.7 



35.5 



33.6 



<10 



102.2 



Norma) SClDv^X #2 
Normal SCID^OX #3 



<10 



11.5 



<10 



<10 



40.6 



<10 
<10 



<10 



<10 
<10 



<10 



<10 



<10 



<10 



<10 



<10 



<10 



MGPC3<Z)«^£:, (II 8 i:Kf*©|fi*^fot$^to 0 9 Iz £ © > F -f y 

icHepG2©i§*J2?i, Rtf t Fflf MepG2$fflflg^#W bfeY^Xifiii 4 1 
GPC3©^ffiteN^#M C 5fcSS 

&:b^ gpc3©t$ ;mmmmfr£>mz7mB(D7 ^ /mmmzM-rztrife&m 
^zmiz^r), ifc4<^>fcGPC3©^^ 



ifCGPC3^X-t: h^^^if[#:©f^S 

t hGPCSfc^T^Kf* (t hGPC3-C*^fIIitfi;{* : M3C1L M1E07, t FGPC 

3-N*SBSI»ifL#: : M19B1L M18D04, M5B09, M10D02) ^4t§MyUH- 
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TJ; DfflmbfcTotal RNASJB^T, RT-PCR&K: ^oT^ibfco Total RNAte, 
RNeasy Plant Mini Kits (QIAGENftM) &m^Xl X10 7 M©/W:/U F — V 
J^ffiffiUfco 1 At g ©Total RM^mmVX, SMART RACE cDNA Amplification 

Kit (CLONTECHthM) , v^XIgGl^^M^IB^Jfcfflli^^^^^ U rf * Z VJr 
^FMHC-IgGl (Mmm^ : 7) 7^^ k m.^W$MWSM^Wim^ 

fiJg^-U rf>?^ Fkappa (MB2?!I## : 8) 5 ' *»JM^8»rJt£ 

±t*Ibfe 0 M^^SJ^«42°CTlB#r^30^^^JSl.fe o PCR^i«50Ai 1 fct* 5 m 

1 ©lOXAdvantage 2 PCR Buffer, 5 n L ©lOxUniversal Primer A Mix, 0.2m 
M dNTPs (dATP, dGTP, dCTP, dTTP) , 1 ix L ©Advantage 2 Polymerase Mix (£JLL 
, CLONTECH^hM) , 2.5/iL©IfefOTi> lOpmole©^^^" U zf ^ 
F MHC- 1 gG 1 * ft fkappa £ b , 94<C © Mm \z X 30# M-e V X 94"C K: T 5 
72 c C^T3^r^©^-i'^;V^5|Hl^1Ib, 94°C^T5#M, 70°C^T10# 
72 < CfcT3#P t B©+J-'f 5 HIStL, 2 %\Z94X:\ZX 5®M. 68°C^T 

10#ra, 72 < CfcT3^M©U-^^;l/*25HI^bfeo ftf^ic^m#j^72 < c-r 7 
MMLfco #PCRS^«QIAauick Gel Extraction Kit (QIAGENttjSD 
X, 7^D-X^>/0^iSLfcf> pGEM-T Easy^^- (Promegatt©) ^ 

mmizmmmfx^^v ^^zu^r^ F£j3^TPCR&fr^ #e>nfcPCR^#/£ 

t MgGlj£#toW#pBluescript KS + ^^- (jK#I&&®D fcifA^nTV^ 

FHii ( T i«) ttwi^iti^o ftm-ztLfeHmmfc^mfr&mM^ 

pCXND3^i7n — ->ffhfeo *^^^-pCXND3©«H©^n^-QV^T, & 
T\zm^&o DHFR- A E-rvH-PMl-f (W092/19759#BS) ©^HfOtfS^i:^ ^ 
-^WTSfcfefc, 0JW»EcoRI/SmaI^fi-etifbb, ^^^-M©^InI^b 
fcmz, EcoRI-Notl-BamHI adaptor (S«B*±©) ^^D-z>^bfco 
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#*-£pCHOI£ifr£L&„ pCH0I©DHFRsie^^^§l5fu^pCXN (NiwaS, Gene 
1991;108:193-200) ©fi!l|&MHindIII8B# fc # n-~ >^bfc^# ^? - £ 
pCXND3i^i& bfeo F ^^-^n^$fLGPC3T^7X-t h^r^ ^feifr 

(M3C11, M1E07, M19B11, M18D04) <DHfl<D^IB^£^n^nSB^J#-*f : 9, 

11, i3, 1 5 175 /mnm^^n^nm^mn- : 1 o , 12, 14, 16 
mm&^-r&^j&^-v ^ & F&j^BsiwigB&^w-r^ 3 ' 

t hkappa«gj£1lt««**pBluescript KS + ^^- (M»ftS) K:#A£ttT 
Vi«pB-CL^^^ — fc^n— n>^Lfc„ BsiWI8B&fc:«fc D, fc h LflBj^HI^ 
gfi«ibTl^o {tm^nfeLiljtfH^Dfjt^^lS^^^-pUCAG^n 
-n>^Ufeo *<^-pUCAGte, pCXN (Niwa£>, Gene 1991;108:193-200) £ 
ftHS»^BamHI-C^bbT#e>tlS2. 6kbp©lfr)t£pUC19^i7 ^- 
©0JPgiiStBamHI£[Hi^^b, ^ n-~ >^bfc^ ^— *77X5 
FtC#^n^irLGPC3T^7X-t h^r^ ^*rE#: (M3C11, M1E07, M19B11, M18D04) 
CDL«Offi*E^!I*-€-n-?nBB2?!l#-# : 1 7, 19, 2 1, 2 3 K:T / KIE^J 
^^n^nBB^!l#^ : 1 8 , 20, 22, 24 Kl^fo 

s;GPC3^^x-t * 7 fofczm^z? 2>iz.tib\z., -Lmmfc^m 

n^me^K>ir^HiSa^^#A$n7^pCXND3<DMIS^*HindIII^8ff^fc 

(MM (DG44«) &ffiVifcjSf3tfi6Si(IBJia**©f^®^CD«t , 5 tcbTff 
Gene Pulserll (Bio Rad&M) fti^&Xl'^ h D/J^l/— 5> 3 >ffifc<fc 01^ 
3tAbfco 25m g©^trLGPC3x-^X-fc 9ffi#583g^^ — fcPBSfc»»b 

fcCHOittllfi ( lx 1 0 7 mm/m l ) ©0. 75ml£^Lfcfc©£&±T10#F^£P 
L, ^p^y Md^bfc^fcl. 5kV, 25 /zFD©^g£T/i;i/ ^?Ufcr 

Tio#p B i©0Mr B i©^, xi/^hD^i/-ya>ii$nfcii§, ht 
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supplement (Invitrogen&M) £r 1 te*ftT^trCH0-S-SFMIIJ8ifi (Invitrogen 
40iLfc»»bfc. ra«©^Ffi&Tr50«^3Rfi5**f^»b, 96^7 X ;HS itffl 7° 
V- bfclOO/i 1 /r>x;VT^S£bfc. C0 2 -f>^^^-^- (5%C0 2 ) 1!24B# 
Geneticin (Invitrogen&M) SO. 5mg/mUc;ft£ «t 5 fcMtlLT 2 M 
Pmligabfco Genet icinWtt&^T^KlElftJBIJfion nzi— tifc^x;V 
©iS«±?t4 1 ©IgG*^o^T^T^*1-|iS^«?S-eS'J^bfco ftj££iNl|]&tic 

i&*±»'t»OlgG»ft©S!lStt, Goat Anti-Human IgG (BIOSORCE&M) ^Goat 
Anti-Human IgG Alkaline Phosphatase conjugated (BIOSORCEftM) SJB^fct: 
MgG+f-> rW y^ELISASffVi, tir|R©flfttfc MgG (CappelftS) £<£>Jfc4fcfc: 

#trCGPC3^^X-t h^r^^m#(Dffif^«, Hi Trap ProteinG HP (Amershamft 

iSJi^^At^^-^L, ^A'y7 7- (0. 1M^ U ~> >-HCl (pH2. 7) ) 
tBL^o 4>fp;ty7 7- (1M Tris-HCl (pH9. 0) ) SJnAfe^a. — ^id^tii 
iS^^^fnbfeo trL#a^S^'— ;Vbfc«, 0. 05%Tween20/PBST— M^MffS 
tfVi, 7 »M$n7cirL#:«0. 02% fcNaN 3 £«J 

4 t Ct«fUfc, 

WJ5 ifLGPC3T^X-t h3f;*^ft#:©ffrK 

^ftkhGPC3 cDNAj&J^ n — ~ >^$tl7cpGEM-T Easy^ ^ ^ - SMPSBIffl 
EcoRI (S«Bt±§S) T?i^bT#e>n§fchGPC3 cDNA£5S3i^ *-pC0S2fc# 
D — ->^bfco pC0S2cD«S©^n^oViT, EJHFK:&^£. dhfr- 

AE-rvH-PMl-f (W092/19759#M) ©3ft#:HlS3tfcT£^ ^ - £#fiJTS fc#> 
fc, MBiStEcoRI/SmaI§IH£T^L, ^ flr|©#.HHKbfc^K\ EcoRI- 
Notl-BamHI adaptor (Sffi3t%h®D £^ n-~ >^b/c<, ^©^^ ^-SpCHOI 
tMlfc. pCHOKDDHFRjte^^iif^i^l^^b, HEF-VH-g r 1 

(Sato Mol. Immunol. 1994;31:371-381) ©NeomycinWttjt^^Ji^'fiS 
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IfAbfCo Z\(D1>7& — £pC0S2<h#^bfc 

bGPCSjtfS^Si^^ — £60m L©SuperFect (QIAGENft®) 

fee C0 2 ^>^n.^-^- (5%C0 2 ) t?24I^IW**«, & ift & 0. 5mg/mL © 
Geneticin (Invitrogen*±®D 43«fctfl0% FBS (GIBCO BRL&S) ^llrfraMEM 
(GIBCO BRLtt®) £JB^T, Ift^ill&Ufc, # nfcGenet icinW'143 n~ — 

>£pJ*§teU trCGPC3trL#:^ffl^fe^xX^>> r n^ Mc«fc?)±^fc: hGPC3<D^§ 

§H»!l 6 k h **gjfiL A 5fePBMC & ffl V> fcADCCiSte OSSS 
( 1 ) k hPBMC^©SH© 

##A«fcO^U>iJnSJfiLbfe*^JfiL*. PBS(-)T?2ffiFfc:*$?U Ficoll-Paau 
e™ PLUS (Amer sham Pharmacia Biotech AB) izMMVft a ^nSS^ (500Xg, 30 
#PB* 20°C) ^■^»5 t t , MI&^^fc. 3HI$s£N^ 10% FBS 

/RPMIKlJRSSU thPBMC^^ibfco 

(2) 

10XFBS/RPMI 1640**1?** bfeHepG2WJfi*» h U t7°S/ >-EDTA (Invi trogen C 
orp) ^ffl^TxV y ~>^£SiJiitU 96^:r;MJ^JS^V- h (Falcon) (D#r>;c 
;l/tlxl0 4 IHM/^x;V-r^^L>, 2BHai§3lb&o 5. 55MBa<75Chromiuni- 

51*im>L, 5%&»#>W >^a.^-^4 5 37°Cl^P B 1iS*b, £<E>lfflJ&£Jgirt?ll§l 
» L, 50 At Leo 10XFBS/RPMI 1640*%£iTO £ b fee 

(3) pu&mmnwi (ADccstt) 

mz, t hPBMC^lOOML ( 5 X10 5 li/^iJV) ^iPTL, S^mtfX-T >3f 
_ L ^_^4j37 t C4B#FBl^*b, 7V— h*3S'L^«ib, ±g^±?f 100 mL 

4> ©JMJtgte & # > ^ * # > ^ — JE b fc„ T^: K: «fc 9 #S i$ # n A 3111* * 
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ftmmpu&mmm (%) = (a-o x 100/ cb-o 

(Nonidet P-40, Code No. 252-23 , jr % ? ^ x 7, ^ tfc5££?*b) * 100 mL, 

« k 1 o%fbs/rpmi mm & 1 50 m l^jp bfc^x;i/fc*tts ttstt (cpm) © 

¥*Nt£^T. K»«triplicateKiTffV^ ADCC^tt (%) Ko^T^ttRtf 



& 3 ch. M3C 1 1 1 ch. M1E07 J&*ADCC*Stt ^^bfeCt^fUT, N*«f8ifein;# T 
&£ch.M19Bll, ch.M18D04, ch. M5E09, ch. M10D02te® b.h E ADCC^tt^^^ 

£ £ j&> £> , GPC3<Z) C 5K^M^trL# ttKliJ^lSffl ±^ffi ^ & ^ £ t fl^ffi 3 nfc 0 

(1) Human Albumin Veronal Buffer (HAVB) <DfcM 

Naci mm, mytmmnmw^^) 12.75 g, Na-barbitai mm, %n%mm 

x ^^^ a ) 0.5625 g, barbital mm, Sl^llili^^ft) 0.8625 g£ 
5 UQ*fc^#L200 mLtbfc^ ^-h^lz-^S (121*0, 20^fW) bfe 0 
^ — ^^LSUfe 100 rnLCD^^ U Q7k£Jn;L, pH7. 43^lftflbfe (*t^ 
pH7. 5) o ^n^5XVeronal Buffertbfco CaCl 2 -2H 2 0 mm, *EIEfl^*fc5££ 
%h) 0.2205 g£50 mL S U Q 7k \z mffi V 0. 03 ml/ltV, CaCl 2 ^^tbfeo 
MgCl 2 -6H 2 0 mm, MJEik^W^tt.) 1.0165 g£50 mL5 U QtMzMMVQ. 1 
mol/L£b, MgCl 2 ^M<hbfec 5XYeronal Buffer 100 mL, thM7JV7'5> 

C/^*-h®25%, t hJfiL?HT;i/^^>aiS250 mg/mL, 7^X^-fe^*±) 
4 mL. CaCl 2 «2. 5 mL, MgCl 2 2§* 2. 5 mL, KC1 mm, mJEik^W^ft) 
0.1 g, glucose (D(+)-^n-X, :/F^7«f&=7R, ^Pt^^XH^c^ 
*±) 0. 5 g^5 U Q7K^^«L,500 mLt bfeo ^n^HAVBchUfeo 5Iift, 
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(2) mmmmomm 

mmm4^^m^nrcG?c^mmm±\z.m^^ommmu> io%FBs<ho. 5m 

g/mL Geneticin(GIBCO) £«nbfe<-MEM«£ ( + ) (GIBCO) 
3fflJfifHIfiiR«?ft(InYitrogeii Corp) &m ^Tr^ y Uafr BmMVX, 96^x;i/ 
spiS^lz-h (Falcon) <D&V*)Vlz IX 10 4 M/^x;VT^Q£b, 3BM«*bfc. 

5. 55MBa©Chromium-51£in*., S%m.m%X^ ^37°C 1R#IW 

ig*b. ^©IBUfi^HAVBT? 2@i5fe#U, 50/xL(DHAVB£in;l«W3M£bfco 

(3) ^DA«i (CDCtfttt) 

#^ ^ ^ ^HAVBT^-IR b T 40 m g/mL © <h b <, MmMM iztfifcm 

m*SQ nir^mnV, *±KT15#RWSb&o x;WcHAVBK:T 
^bfc^^^W (Cedarlane) zmmmmizfeZ £ o 100 /xLf^SSJDb 

■mmmzu&mmm (%) = (a-o xioo/(b-o 

Att#>)iJH^inftMtt (cpm) , B«IW«t2% NP-40 7fcjg*£ 
(Nonidet P-4(h Code No. 252-23, t*7'ffXi'j*55;#t) ^100 mL, HAVB 
£50 ML*lHlLfc^x;V^*ttS«[»Stt (cpm) O^H. C««««HlfiCHAVB 
^ 150 /iL^Jnb&tfxJWz^tSfttti&te (cpm) ©^I^ito 
triplicatefcTffV^ CDCt£tt (%) fcoV»T¥«*»tfW««**IHUfc. 
f©^^il lHt^bfco 6ffi^0^GPC3^;*^*vf£© , 5-5* C*SSBBMfi 
Sch.M3ClltcLMlE07**CDCfiHtS^bfc©Kl^-bT, N5fc*MB»#L#*T?& 
Sch.M19Bll, ch.M18D04, ch. M5E09, ch. M10D02«^Tnfef£^CDCf£ttb7^£ 
fcfro fee K±©»*«^^^^*©CDC«tett^©«»«ft^«koTM«:* 

b & t ^ e> , gpc3© c *^i&fi*am2«jSJB ±^m -v&zz. ttf^m £ nfcc 
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SEQUENCE LISTING 
<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120> An antibody against blood-soluble N terminal peptide or C terminal 
peptide of GPC3 

<130> PH-1875-PCT 

<140> 
<141> 

<150> PCT/JP02/08999 
<151> 2002-09-04 

<160> 24 

<170> Patentln Ver. 2. 1 

<210> 1 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 1 

gatatcatgg ccgggaccgt gcgcaccgcg t 31 
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<210> 2 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 2 

gctagctcag tgcaccagga agaagaagca c 31 

<210> 3 
<211> 2300 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 

<222> (109).. (1851) 
<400> 3 

cagcacgtct cttgctcctc agggccactg ccaggcttgc cgagtcctgg gactgctctc 60 

gctccggctg ccactctccc gcgctctcct agctccctgc gaagcagg atg gcc ggg 117 

Met Ala Gly 
1 
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acc gtg cgc acc gcg tgc ttg gtg gtg gcg atg ctg etc age ttg gac 165 
Thr Val Arg Thr Ala Cys Leu Val Val Ala Met Leu Leu Ser Leu Asp 
5 10 15 

ttc ccg gga cag gcg cag ccc ccg ccg ccg ccg ccg gac gec acc tgt 213 
Phe Pro Gly Gin Ala Gin Pro Pro Pro Pro Pro Pro Asp Ala Thr Cys 
20 25 30 35 

cac caa gtc cgc tec ttc ttc cag aga ctg cag ccc gga etc aag tgg 261 
His Gin Val Arg Ser Phe Phe Gin Arg Leu Gin Pro Gly Leu Lys Trp 

40 45 50 

gtg cca gaa act ccc gtg cca gga tea gat ttg caa gta tgt etc cct 309 
Val Pro Glu Thr Pro Val Pro Gly Ser Asp Leu Gin Val Cys Leu Pro 
55 60 65 

aag ggc cca aca tgc tgc tea aga aag atg gaa gaa aaa tac caa eta 357 
Lys Gly Pro Thr Cys Cys Ser Arg Lys Met Glu Glu Lys Tyr Gin Leu 
70 75 80 

aca gca cga ttg aac atg gaa cag ctg ctt cag tct gca agt atg gag 405 
Thr Ala Arg Leu Asn Met Glu Gin Leu Leu Gin Ser Ala Ser Met Glu 
85 90 95 

etc aag ttc tta att att cag aat get gcg gtt ttc caa gag gec ttt 453 
Leu Lys Phe Leu He lie Gin Asn Ala Ala Val Phe Gin Glu Ala Phe 
100 105 110 115 

gaa att gtt gtt cgc cat gec aag aac tac acc aat gec atg ttc aag 501 
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Glu lie Val Val Arg His Ala Lys Asn Tyr Thr Asn Ala Met Phe Lys 
120 125 130 

aac aac tac cca age ctg act cca caa get ttt gag ttt gtg ggt gaa 549 
Asn Asn Tyr Pro Ser Leu Thr Pro Gin Ala Phe Glu Phe Val Gly Glu 
135 140 145 

ttt ttc aca gat gtg tct etc tac ate ttg ggt tct gac ate aat gta 597 
Phe Phe Thr Asp Val Ser Leu Tyr lie Leu Gly Ser Asp lie Asn Val 
150 155 160 

gat gac atg gtc aat gaa ttg ttt gac age ctg ttt cca gtc ate tat 645 
Asp Asp Met Val Asn Glu Leu Phe Asp Ser Leu Phe Pro Val He Tyr 
165 170 175 

acc cag eta atg aac cca ggc ctg cct gat tea gee ttg gac ate aat 693 
Thr Gin Leu Met Asn Pro Gly Leu Pro Asp Ser Ala Leu Asp He Asn 
180 185- 190 195 

gag tgc etc cga gga gca aga cgt gac ctg aaa gta ttt ggg aat ttc 741 
Glu Cys Leu Arg Gly Ala Arg Arg Asp Leu Lys Val Phe Gly Asn Phe 
200 205 210 

ccc aag ctt att atg acc cag gtt tec aag tea ctg caa gtc act agg 789 
Pro Lys Leu He Met Thr Gin Val Ser Lys Ser Leu Gin Val Thr Arg 
215 220 225 



ate ttc ctt cag get ctg aat ctt gga att gaa gtg ate aac aca act 
He Phe Leu Gin Ala Leu Asn Leu Gly He Glu Val He Asn Thr Thr 
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230 235 

gat cac ctg aag ttc agt 

Asp His Leu Lys Phe Ser 
245 

tgg tac tgc tct tac tgc 

Trp Tyr Cys Ser Tyr Cys 
260 265 

ggt tac tgc aat gtg gtc atg caa ggc 
Gly Tyr Cys Asn Val Val Met Gin Gly 
280 

att gac aag tac tgg aga gaa tac att 
He Asp Lys Tyr Trp Arg Glu Tyr He 
295 300 



240 

885 



933 



tgt atg gca ggt gtg gtg gag 981 
Cys Met Ala Gly Val Val Glu 
285 290 

ctg tec ctt gaa gaa ctt gtg 1029 
Leu Ser Leu Glu Glu Leu Val 
305 



aag gac tgt ggc cga atg etc acc aga atg 
Lys Asp Cys Gly Arg Met Leu Thr Arg Met 
250 255 

cag gga ctg atg atg gtt aaa ccc tgt ggc 
Gin Gly Leu Met Met Val Lys Pro Cys Gly 
270 275 



aat ggc atg tac aga ate tat gac atg gag aac gta ctg ctt ggt etc 1077 

Asn Gly Met Tyr Arg He Tyr Asp Met Glu Asn Val Leu Leu Gly Leu 

310 315 320 

ttt tea aca ate cat gat tct ate cag tat gtc cag aag aat gca gga 1125 

Phe Ser Thr lie His Asp Ser He Gin Tyr Val Gin Lys Asn Ala Gly 

325 330 335 

aag ctg acc acc act att ggc aag tta tgt gec cat tct caa caa cgc 1173 

Lys Leu Thr Thr Thr He Gly Lys Leu Cys Ala His Ser Gin Gin Arg 

340 345 350 355 
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caa tat aga tct get tat tat cct gaa gat etc ttt att gac aag aaa 
Gin Tyr Arg Ser Ala Tyr Tyr Pro Glu Asp Leu Phe lie Asp Lys Lys 
360 365 370 



1221 



gta tta aaa gtt get cat gta gaa cat gaa gaa acc tta tec age cga 
Val Leu Lys Val Ala His Val Glu His Glu Glu Thr Leu Ser Ser Arg 
375 380 385 



1269 



aga agg gaa eta att cag aag ttg aag tct ttc ate age ttc tat agt 
Arg Arg Glu Leu lie Gin Lys Leu Lys Ser Phe lie Ser Phe Tyr Ser 
390 395 400 



1317 



get ttg cct ggc tac ate tgc age cat age cct gtg gcg gaa aac gac 
Ala Leu Pro Gly Tyr lie Cys Ser His Ser Pro Val Ala Glu Asn Asp 
405 410 415 



1365 



acc ctt tgc tgg aat gga caa gaa etc gtg gag aga tac age caa aag 
Thr Leu Cys Trp Asn Gly Gin Glu Leu Val Glu Arg Tyr Ser Gin Lys 
420 425 430 435 



1413 



gca gca agg aat gga atg aaa aac cag ttc aat etc cat gag ctg aaa 
Ala Ala Arg Asn Gly Met Lys Asn Gin Phe Asn Leu His Glu Leu Lys 
440 445 450 



1461 



atg aag ggc cct gag cca gtg gtc agt caa att att gac aaa ctg aag 
Met Lys Gly Pro Glu Pro Val Val Ser Gin lie He Asp Lys Leu Lys 
455 460 465 



1509 
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cac att aac cag etc ctg aga acc atg tct atg ccc aaa ggt aga gtt 1557 
His He Asn Gin Leu Leu Arg Thr Met Ser Met Pro Lys Gly Arg Val 
470 475 480 

ctg gat aaa aac ctg gat gag gaa ggg ttt gaa agt gga gac tgc ggt 1605 
Leu Asp Lys Asn Leu Asp Glu Glu Gly Phe Glu Ser Gly Asp Cys Gly 
485 490 495 

gat gat gaa gat gag tgc att gga ggc tct ggt gat gga atg ata aaa 1653 
Asp Asp Glu Asp Glu Cys He Gly Gly Ser Gly Asp Gly Met He Lys 
500 505 510 515 

gtg aag aat cag etc cgc ttc ctt gca gaa ctg gee tat gat ctg gat 1701 
Val Lys Asn Gin Leu Arg Phe Leu Ala Glu Leu Ala Tyr Asp Leu Asp 

520 525 530 

gtg gat gat gcg cct gga aac agt cag cag gca act ccg aag gac aac 1749 
Val Asp Asp Ala Pro Gly Asn Ser Gin Gin Ala Thr Pro Lys Asp Asn 
535 540 545 

gag ata age acc ttt cac aac etc ggg aac gtt cat tec ccg ctg aag 1797 
Glu He Ser Thr Phe His Asn Leu Gly Asn Val His Ser Pro Leu Lys 
550 555 560 

ctt etc acc age atg gee ate teg gtg gtg tgc ttc ttc ttc ctg gtg 1845 
Leu Leu Thr Ser Met Ala He Ser Val Val Cys Phe Phe Phe Leu Val 
565 570 575 

cac tga ctgcctggtg cccagcacat gtgctgccct acagcaccct gtggtcttcc 1901 
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His 
580 

tcgataaagg gaaccacttt cttatttttt tctatttttt tttttttgtt atcctgtata 1961 

cctcctccag ccatgaagta gaggactaac catgtgttat gttttcgaaa atcaaatggt 2021 

atcttttgga ggaagataca ttttagtggt agcatataga ttgtcctttt gcaaagaaag 2081 

aaaaaaaacc atcaagttgt gccaaattat tctcctatgt ttggctgcta gaacatggtt 2141 

accatgtctt tctctctcac tccctccctt tctatcgttc tctctttgca tggatttctt 2201 

tgaaaaaaaa taaattgctc aaataaaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 2261 

aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaa 2300 

<210> 4 
<211> 580 
<212> PRT 

<213> Homo sapiens 
<400> 4 

Met Ala Gly Thr Val Arg Thr Ala Cys Leu Val Val Ala Met Leu Leu 

15 10 15 

Ser Leu Asp Phe Pro Gly Gin Ala Gin Pro Pro Pro Pro Pro Pro Asp 

20 25 30 

Ala Thr Cys His Gin Val Arg Ser Phe Phe Gin Arg Leu Gin Pro Gly 

8/63 



WO 2004/022739 



PCT/JP2003/011318 



35 40 45 

Leu Lys Trp Val Pro Glu Thr Pro Val Pro Gly Ser Asp Leu Gin Yal 

50 55 60 

Cys Leu Pro Lys Gly Pro Thr Cys Cys Ser Arg Lys Met Glu Glu Lys 

65 70 75 80 

Tyr Gin Leu Thr Ala Arg Leu Asn Met Glu Gin Leu Leu Gin Ser Ala 

85 90 95 

Ser Met Glu Leu Lys Phe Leu lie lie Gin Asn Ala Ala Val Phe Gin 

100 105 110 

Glu Ala Phe Glu He Val Val Arg His Ala Lys Asn Tyr Thr Asn Ala 

115 120 125 

Met Phe Lys Asn Asn Tyr Pro Ser Leu Thr Pro Gin Ala Phe Glu Phe 

130 135 140 

Val Gly Glu Phe Phe Thr Asp Val Ser Leu Tyr He Leu Gly Ser Asp 

145 150 155 160 

He Asn Val Asp Asp Met Val Asn Glu Leu Phe Asp Ser Leu Phe Pro 

165 170 175 

Val He Tyr Thr Gin Leu Met Asn Pro Gly Leu Pro Asp Ser Ala Leu 

180 185 190 

Asp He Asn Glu Cys Leu Arg Gly Ala Arg Arg Asp Leu Lys Val Phe 

195 200 205 

Gly Asn Phe Pro Lys Leu He Met Thr Gin Val Ser Lys Ser Leu Gin 

210 215 220 

Val Thr Arg He Phe Leu Gin Ala Leu Asn Leu Gly He Glu Val He 

225 230 235 240 

Asn Thr Thr Asp His Leu Lys Phe Ser Lys Asp Cys Gly Arg Met Leu 

245 250 255 

Thr Arg Met Trp Tyr Cys Ser Tyr Cys Gin Gly Leu Met Met Val Lys 

260 265 270 
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Pro Cys Gly Gly Tyr Cys Asn Val Val Met Gin Gly Cys Met Ala Gly 

275 280 285 

Val Val Glu He Asp Lys Tyr Trp Arg Glu Tyr He Leu Ser Leu Glu 

290 295 300 

Glu Leu Val Asn Gly Met Tyr Arg He Tyr Asp Met Glu Asn Val Leu 
305 310 315 320 

Leu Gly Leu Phe Ser Thr He His Asp Ser lie Gin Tyr Val Gin Lys 

325 330 335 

Asn Ala Gly Lys Leu Thr Thr Thr He Gly Lys Leu Cys Ala His Ser 

340 345 350 

Gin Gin Arg Gin Tyr Arg Ser Ala Tyr Tyr Pro Glu Asp Leu Phe He 

355 360 365 

Asp Lys Lys Val Leu Lys Val Ala His Val Glu His Glu Glu Thr Leu 

370 375 380 

Ser Ser Arg Arg Arg Glu Leu He Gin Lys Leu Lys Ser Phe lie Ser 
385 390 395 400 

Phe Tyr Ser Ala Leu Pro Gly Tyr He Cys Ser His Ser Pro Val Ala 

405 410 415 

Glu Asn Asp Thr Leu Cys Trp Asn Gly Gin Glu Leu Val Glu Arg Tyr 

420 425 430 

Ser Gin Lys Ala Ala Arg Asn Gly Met Lys Asn Gin Phe Asn Leu His 

435 440 445 

Glu Leu Lys Met Lys Gly Pro Glu Pro Val Val Ser Gin He He Asp 

450 455 460 

Lys Leu Lys His lie Asn Gin Leu Leu Arg Thr Met Ser Met Pro Lys 
465 470 475 480 

Gly Arg Val Leu Asp Lys Asn Leu Asp Glu Glu Gly Phe Glu Ser Gly 

485 490 495 

Asp Cys Gly Asp Asp Glu Asp Glu Cys He Gly Gly Ser Gly Asp Gly 
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500 505 510 

Met He Lys Val Lys Asn Gin Leu Arg Phe Leu Ala Glu Leu Ala Tyr 

515 520 525 

Asp Leu Asp Val Asp Asp Ala Pro Gly Asn Ser Gin Gin Ala Thr Pro 

530 535 540 

Lys Asp Asn Glu He Ser Thr Phe His Asn Leu Gly Asn Val His Ser 
545 550 555 560 

Pro Leu Lys Leu Leu Thr Ser Met Ala He Ser Val Val Cys Phe Phe 
565 570 575 

Phe Leu Val His 
580 



<210> 5 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 5 

atagaattcc accatggccg ggaccgtgcg c 31 



<210> 6 
<211> 31 
<212> DNA 
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<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 6 

ataggatccc ttcagcgggg aatgaacgtt c 31 



<210> 7 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 7 

gggccagtgg atagacagat g 21 



<210> 8 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
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<400> 8 

gctcactgga tggtgggaag atg 23 

<210> 9 
<211> 1392 
<212> DNA 

<213> Artificial Sequence 

<220> 

<221> CDS 

<222> (1).. (1389) 

<220> 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M3C11 H chain) 

<400> 9 

atg aac ttc ggg etc acc ttg att ttc ctt gtc ctt act tta aaa ggt 48 

Met Asn Phe Gly Leu Thr Leu He Phe Leu Val Leu Thr Leu Lys Gly 
15 10 15 

gtc cag tgt gag gtg caa ctg gtg gag tct ggg gga ggc tta gtg aag 96 
Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys 
20 25 30 

cct gga gga tec ctg aaa etc tec tgt gca gec tct gga ttc act ttc 144 
Pro Gly Gly Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 
35 40 45 
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agt cgc tat gcc atg tct tgg gtt cgc cag att cca gag aag ata ctg 192 
Ser Arg Tyr Ala Met Ser Trp Val Arg Gin He Pro Glu Lys He Leu 
50 55 60 

gag tgg gtc gca gcc att gat agt agt ggt ggt gac acc tac tat tta 240 
Glu Trp Val Ala Ala He Asp Ser Ser Gly Gly Asp Thr Tyr Tyr Leu 
65 70 75 80 

gac act gtg aag gac cga ttc acc ate tec aga gac aat gcc aat aat 288 
Asp Thr Val Lys Asp Arg Phe Thr He Ser Arg Asp Asn Ala Asn Asn 

85 90 95 

acc ctg cac ctg caa atg cgc agt ctg agg tct gag gac aca gcc ttg 336 
Thr Leu His Leu Gin Met Arg Ser Leu Arg Ser Glu Asp Thr Ala Leu 
100 105 110 

tat tac tgt gta aga cag ggg ggg get tac tgg ggc caa ggg act ctg 384 
Tyr Tyr Cys Val Arg Gin Gly Gly Ala Tyr Trp Gly Gin Gly Thr Leu 
115 120 125 

gtc act gtc tct gca get age acc aag ggc cca teg gtc ttc ccc ctg 432 
Val Thr Val Ser Ala Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu 
130 135 140 

gca ccc tec tec aag age acc tct ggg ggc aca gcg gcc ctg ggc tgc 480 
Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys 
145 150 155 160 
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ctg gtc aag gac tac ttc ccc gaa ccg gtg acg gtg teg tgg aac tea 528 
Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser 
165 170 175 

ggc gee ctg ace age ggc gtg cac ace ttc ccg get gtc eta cag tec 576 
Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gin Ser 
180 185 190 

tea gga etc tac tec etc age age gtg gtg ace gtg ccc tec age age 624 
Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser 
195 200 205 

ttg ggc ace cag ace tac ate tgc aac gtg aat cac aag ccc age aac 672 
Leu Gly Thr Gin Thr Tyr lie Cys Asn Val Asn His Lys Pro Ser Asn 
210 215 220 

acc aag gtg gac aag aaa gtt gag ccc aaa tct tgt gac aaa act cac 720 
Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His 
225 230 235 240 

aca tgc cca ccg tgc cca gca cct gaa etc ctg ggg gga ccg tea gtc 768 
Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val 
245 250 255 

ttc etc ttc ccc cca aaa ccc aag gac acc etc atg ate tec egg acc 816 
Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met He Ser Arg Thr 
260 265 270 



cct gag gtc aca tgc gtg gtg gtg gac gtg age cac gaa gac cct gag 864 
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Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu 
275 280 285 



gtc aag ttc aac tgg tac gtg gac ggc gtg gag gtg cat aat gcc aag 912 

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys 

290 295 300 

aca aag ccg egg gag gag cag tac aac age acg tac cgt gtg gtc age 960 

Thr Lys Pro Arg Glu Glu Gin Tyr Asn Ser Thr Tyr Arg Val Val Ser 

305 310 315 320 



gtc etc ace gtc ctg cac cag gac tgg ctg aat ggc aag gag tac aag 
Val Leu Thr Val Leu His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys 
325 330 335 



1008 



tgc aag gtc tec aac aaa gcc etc cca gcc ccc ate gag aaa acc ate 
Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro He Glu Lys Thr lie 
340 345 350 



1056 



tec aaa gcc aaa ggg cag ccc cga gaa cca cag gtg tac acc ctg ccc 1104 

Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro 

355 360 365 

cca tec egg gat gag ctg acc aag aac cag gtc age ctg acc tgc ctg 1152 

Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin Val Ser Leu Thr Cys Leu 

370 375 380 



gtc aaa ggc ttc tat ccc age gac ate gcc gtg gag tgg gag age aat 1200 
Val Lys Gly Phe Tyr Pro Ser Asp He Ala Val Glu Trp Glu Ser Asn 
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385 390 395 400 

ggg cag ccg gag aac aac tac aag acc acg cct ccc gtg ctg gac tec 1248 

Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser 
405 410 415 

gac ggc tec ttc ttc etc tac age aag etc acc gtg gac aag age agg 1296 

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg 
420 425 430 

tgg cag cag ggg aac gtc ttc tea tgc tec gtg atg cat gag get ctg 1344 

Trp Gin Gin Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu 
435 440 445 

cac aac cac tac acg cag aag age etc tec ctg tct ccg ggt aaa tga 1392 

His Asn His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys 

450 455 460 



<210> 10 
<211> 463 
<212> PRT 

<213> Artificial Sequence 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M3C11 H chain) 

<400> 10 

Met Asn Phe Gly Leu Thr Leu He Phe Leu Val Leu Thr Leu Lys Gly 
15 10 15 
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Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys 
20 25 30 

Pro Gly Gly Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 
35 40 45 

Ser Arg Tyr Ala Met Ser Trp Val Arg Gin He Pro Glu Lys He Leu 
50 55 60 

Glu Trp Val Ala Ala He Asp Ser Ser Gly Gly Asp Thr Tyr Tyr Leu 
65 70 75 80 

Asp Thr Val Lys Asp Arg Phe Thr He Ser Arg Asp Asn Ala Asn Asn 

85 90 95 

Thr Leu His Leu Gin Met Arg Ser Leu Arg Ser Glu Asp Thr Ala Leu 
100 105 110 

Tyr Tyr Cys Val Arg Gin Gly Gly Ala Tyr Trp Gly Gin Gly Thr Leu 
115 120 125 

Val Thr Val Ser Ala Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu 
130 135 140 

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys 
145 150 155 160 

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser 
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165 



170 



175 



Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gin Ser 
180 185 190 

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser 
195 200 205 

Leu Gly Thr Gin Thr Tyr He Cys Asn Val Asn His Lys Pro Ser Asn 
210 215 220 

Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His 
225 230 235 240 

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val 
245 250 255 

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met He Ser Arg Thr 
260 265 270 

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu 
275 280 285 

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys 
290 295 300 



Thr Lys Pro Arg Glu Glu Gin Tyr Asn Ser Thr Tyr Arg Val Val Ser 
305 310 315 320 
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Val Leu Thr Val Leu His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys 
325 330 335 

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro He Glu Lys Thr He 
340 345 350 

Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro 
355 360 365 

Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin Val Ser Leu Thr Cys Leu 
370 375 380 

Val Lys Gly Phe Tyr Pro Ser Asp He Ala Val Glu Trp Glu Ser Asn 
385 390 395 400 

Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser 
405 410 415 

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg 
420 425 430 

Trp Gin Gin Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu 
435 440 445 

His Asn His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys 
450 455 460 
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<210> 11 
<211> 1413 
<212> DNA 

<213> Artificial Sequence 

<220> 

<221> CDS 

<222> (1).. (1410) 

<220> 

<223> Description of Artificial Seauence: Mouse-human 
chimeric antibody (M1E07 H chain) 

<400> 11 

atg gga tgg aac tgg ate ttt att tta ate ctg tea gta act aca ggt 48 

Met Gly Trp Asn Trp lie Phe He Leu lie Leu Ser Val Thr Thr Gly 

15 10 15 

gtc cac tct gag gtc cag ctg cag cag tct gga cct gag ctg gtg aag 96 
Val His Ser Glu Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys 
20 25 30 

cct ggg get tea gtg aag ata tec tgc aag get tct ggt tac tea ttc 144 
Pro Gly Ala Ser Val Lys lie Ser Cys Lys Ala Ser Gly Tyr Ser Phe 
35 40 45 

act ggc tac tac atg cac tgg gtg aag caa agt cct gaa aag age ctt 192 
Thr Gly Tyr Tyr Met His Trp Val Lys Gin Ser Pro Glu Lys Ser Leu 
50 55 60 
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gag tgg att gga gag att aat cct age act ggt ggt act acc tac aac 240 
Glu Trp He Gly Glu lie Asn Pro Ser Thr Gly Gly Thr Thr Tyr Asn 
65 70 75 80 

cag aag ttc aag gec aag gec aca ttg act gta gac aaa tec tec age 288 
Gin Lys Phe Lys Ala Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser 

85 90 95 

aca gee tac atg cag etc aag age ctg aca tct gag gac tct gca gtc 336 
Thr Ala Tyr Met Gin Leu Lys Ser Leu Thr Ser Glu Asp Ser Ala Val 
100 105 110 

tat tac tgt gca agg agg ggc gga tta act ggg acg age ttc ttt get 384 
Tyr Tyr Cys Ala Arg Arg Gly Gly Leu Thr Gly Thr Ser Phe Phe Ala 
115 120 125 

tac tgg ggc caa ggg act ctg gtc act gtc tct gca get age acc aag 432 
Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ala Ala Ser Thr Lys 
130 135 140 

ggc cca teg gtc ttc ccc ctg gca ccc tec tec aag age acc tct ggg 480 
Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly 
145 150 155 160 

ggc aca gcg gec ctg ggc tgc ctg gtc aag gac tac ttc ccc gaa ccg 528 
Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro 
165 170 175 
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gtg acg gtg teg tgg aac tea ggc gee ctg ace age ggc gtg cac ace 576 
Val Thr Val Ser Trp Asn Ser Gly Ala Leu Tlir Ser Gly Val His Thr 
180 185 190 

ttc ccg get gtc eta cag tec tea gga etc tac tec etc age age gtg 624 
Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val 
195 200 205 

gtg ace gtg ccc tec age age ttg ggc acc cag ace tac ate tgc aac 672 
Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr Tyr lie Cys Asn 
210 215 220 

gtg aat cac aag ccc age aac acc aag gtg gac aag aaa gtt gag ccc 720 
Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro 
225 230 235 240 

aaa tct tgt gac aaa act cac aca tgc cca ccg tgc cca gca cct gaa 768 
Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu 
245 250 255 

etc ctg ggg gga ccg tea gtc ttc etc ttc ccc cca aaa ccc aag gac 816 
Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp 
260 265 270 

acc etc atg ate tec egg acc cct gag gtc aca tgc gtg gtg gtg gac 864 
Thr Leu Met He Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp 
275 280 285 



gtg age cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac ggc 912 
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Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly 
290 295 300 



gtg gag gtg cat aat gcc aag aca aag ccg egg gag gag cag tac aac 960 

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn 
305 310 315 320 

age acg tac cgt gtg gtc age gtc etc ace gtc ctg cac cag gac tgg 1008 

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin Asp Trp 
325 330 335 

ctg aat ggc aag gag tac aag tgc aag gtc tec aac aaa gcc etc cca 1056 

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro 
340 345 350 

gcc ccc ate gag aaa ace ate tec aaa gcc aaa ggg cag ccc cga gaa 1104 

Ala Pro He Glu Lys Thr lie Ser Lys Ala Lys Gly Gin Pro Arg Glu 
355 360 365 

cca cag gtg tac ace ctg ccc cca tec egg gat gag ctg acc aag aac 1152 

Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn 

370 375 380 

cag gtc age ctg acc tgc ctg gtc aaa ggc ttc tat ccc age gac ate 1200 

Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp He 
385 390 395 400 

gcc gtg gag tgg gag age aat ggg cag ccg gag aac aac tac aag acc 1248 

Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr 
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405 410 415 

acg cct ccc gtg ctg gac tec gac ggc tec ttc ttc etc tac age aag 1296 
Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys 
420 425 430 

etc acc gtg gac aag age agg tgg cag cag ggg aac gtc ttc tea tgc 1344 
Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn Val Phe Ser Cys 
435 440 445 

tec gtg atg cat gag get ctg cac aac cac tac acg cag aag age etc 1392 
Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys Ser Leu 
450 455 460 

tec ctg tct ccg ggt aaa tga 1413 
Ser Leu Ser Pro Gly Lys 
465 470 



<210> 12 
<211> 470 
<212> PRT 

<213> Artificial Sequence 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M1E07 H chain) 

<400> 12 

Met Gly Trp Asn Trp He Phe He Leu He Leu Ser Val Thr Thr Gly 
15 10 15 
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Val His Ser Glu Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys 
20 25 30 

Pro Gly Ala Ser Val Lys lie Ser Cys Lys Ala Ser Gly Tyr Ser Phe 
35 40 45 

Thr Gly Tyr Tyr Met His Trp Val Lys Gin Ser Pro Glu Lys Ser Leu 
50 55 60 

Glu Trp He Gly Glu He Asn Pro Ser Thr Gly Gly Thr Thr Tyr Asn 
65 70 75 80 

Gin Lys Phe Lys Ala Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser 

85 90 95 

Thr Ala Tyr Met Gin Leu Lys Ser Leu Thr Ser Glu Asp Ser Ala Val 
100 105 110 

Tyr Tyr Cys Ala Arg Arg Gly Gly Leu Thr Gly Thr Ser Phe Phe Ala 
115 120 125 

Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ala Ala Ser Thr Lys 
130 135 140 

Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly 
145 150 155 160 

Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro 
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165 



170 



175 



Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr 
180 185 190 

Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val 
195 200 205 

Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr Tyr lie Cys Asn 
210 215 220 

Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro 
225 230 235 240 

Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu 

245 250 255 

Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp 
260 265 270 

Thr Leu Met lie Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp 
275 280 285 

Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly 
290 295 300 



Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn 
305 310 315 320 



27/63 



WO 2004/022739 



PCT/JP2003/011318 



Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin Asp Trp 
325 330 335 

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro 
340 345 350 

Ala Pro He Glu Lys Thr lie Ser Lys Ala Lys Gly Gin Pro Arg Glu 
355 360 365 

Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn 
370 375 380 

Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp He 
385 390 395 400 

Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr 
405 410 415 

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys 
420 425 430 

Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn Val Phe Ser Cys 
435 440 445 

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys Ser Leu 
450 455 460 



Ser Leu Ser Pro Gly Lys 
465 470 
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<210> 13 
<211> 1416 
<212> DNA 

<213> Artificial Seauence 

<220> 

<221> CDS 

<222> (1).. (1413) 

<220> 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M19B11 H chain) 

<400> 13 

atg aac ttc ggg etc acc ttg att ttc etc gtc ctt act tta aaa ggt 48 

Met Asn Phe Gly Leu Thr Leu He Phe Leu Val Leu Thr Leu Lys Gly 

15 10 15 

gtc cag tgt gag gtg cag ctg gtg gag tct ggg gga gac tta gtg aag 96 
Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Lys 
20 25 30 

cct gga ggg acc ctg aaa etc tec tgt gca gec tct gga tec act ttc 144 
Pro Gly Gly Thr Leu Lys Leu Ser Cys Ala Ala Ser Gly Ser Thr Phe 
35 40 45 
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agt aac tat gcc atg tct tgg gtt cgc cag act cca gag aag agg ctg 192 
Ser Asn Tyr Ala Met Ser Trp Val Arg Gin Thr Pro Glu Lys Arg Leu 
50 55 60 

gag tgg gtc gca gcc att gat agt aat gga ggt acc acc tac tat cca 240 
Glu Trp Val Ala Ala He Asp Ser Asn Gly Gly Thr Thr Tyr Tyr Pro 
65 70 75 80 

gac act atg aag gac cga ttc acc att tec aga gac aat gcc aag aac 288 
Asp Thr Met Lys Asp Arg Phe.Thr lie Ser Arg Asp Asn Ala Lys Asn 

85 90 95 

acc ctg tac ctg caa atg aac agt ctg agg tct gaa gac aca gcc ttt 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arg Ser Glu Asp Thr Ala Phe 
100 105 110 

tat cac tgt aca aga cat aat gga ggg tat gaa aac tac ggc tgg ttt 384 
Tyr His Cys Thr Arg His Asn Gly Gly Tyr Glu Asn Tyr Gly Trp Phe 
115 120 125 

get tac tgg ggc caa ggg act ctg gtc act gtc tct gca get age acc 432 
Ala Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ala Ala Ser Thr 
130 135 140 

aag ggc cca teg gtc ttc ccc ctg gca ccc tec tec aag age acc tct 480 
Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser 
145 150 155 160 

ggg ggc aca gcg gcc ctg ggc tgc ctg gtc aag gac tac ttc ccc gaa 528 
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Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu 
165 170 175 

ccg gtg acg gtg teg tgg aac tea ggc gee ctg ace age ggc gtg cac 576 
Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His 
180 185 190 

ace ttc ccg get gtc eta cag tec tea gga etc tac tec etc age age 624 
Thr Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser 
195 200 205 

gtg gtg ace gtg ccc tec age age ttg ggc acc cag acc tac ate tgc 672 
Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr Tyr He Cys 
210 215 220 

aac gtg aat cac aag ccc age aac acc aag gtg gac aag aaa gtt gag 720 
Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu 
225 230 235 240 

ccc aaa tct tgt gac aaa act cac aca tgc cca ccg tgc cca gca cct 768 
Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro 
245 250 255 

gaa etc ctg ggg gga ccg tea gtc ttc etc ttc ccc cca aaa ccc aag 816 
Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys 
260 265 270 

gac acc etc atg ate tec egg acc cct gag gtc aca tgc gtg gtg gtg 864 
Asp Thr Leu Met He Ser Arg Thr Pro Glu Val Thr Cys Val Val Val 
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275 280 285 

gac gtg age cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac 912 
Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp 
290 295 300 

ggc gtg gag gtg cat aat gec aag aca aag ccg egg gag gag cag tac 960 
Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr 
305 310 315 320 

aac age acg tac cgt gtg gtc age gtc etc acc gtc ctg cac cag gac 1008 
Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin Asp 
325 330 335 

tgg ctg aat ggc aag gag tac aag tgc aag gtc tec aac aaa gee etc 1056 
Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu 
340 345 350 

cca gee ccc ate gag aaa acc ate tec aaa gee aaa ggg cag ccc cga 1104 
Pro Ala Pro lie Glu Lys Thr He Ser Lys Ala Lys Gly Gin Pro Arg 
355 360 365 

gaa cca cag gtg tac acc ctg ccc cca tec egg gat gag ctg acc aag 1152 
Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys 
370 375 380 

aac cag gtc age ctg acc tgc ctg gtc aaa ggc ttc tat ccc age gac 1200 

Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp 

385 390 395 400 
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ate gec gtg gag tgg gag age aat ggg cag ccg gag aac aac tac aag 1248 

He Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys 
405 410 415 

ace acg cct ccc gtg ctg gac tec gac ggc tec ttc ttc etc tac age 1296 

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser 
420 425 430 

aag etc ace gtg gac aag age agg tgg cag cag ggg aac gtc ttc tea 1344 

Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn Val Phe Ser 
435 440 445 

tgc tec gtg atg cat gag get ctg cac aac cac tac acg cag aag age 1392 

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys Ser 
450 455 460 

etc tec ctg tct ccg ggt aaa tga 1416 

Leu Ser Leu Ser Pro Gly Lys 

465 470 



<210> 14 
<211> 471 
<212> PRT 

<213> Artificial Sequence 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M19B11 H chain) 
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<400> 14 

Met Asn Phe Gly Leu Thr Leu lie Phe Leu Val Leu Thr Leu Lys Gly 
15 10 15 

Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Lys 
20 25 30 

Pro Gly Gly Thr Leu Lys Leu Ser Cys Ala Ala Ser Gly Ser Thr Phe 
35 40 45 

Ser Asn Tyr Ala Met Ser Trp Val Arg Gin Thr Pro Glu Lys Arg Leu 
50 55 60 

Glu Trp Val Ala Ala lie Asp Ser Asn Gly Gly Thr Thr Tyr Tyr Pro 
65 70 75 80 

Asp Thr Met Lys Asp Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arg Ser Glu Asp Thr Ala Phe 
100 105 110 

Tyr His Cys Thr Arg His Asn Gly Gly Tyr Glu Asn Tyr Gly Trp Phe 
115 120 125 

Ala Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ala Ala Ser Thr 
130 135 140 

Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser 
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145 150 155 160 

Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu 
165 170 175 

Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His 
180 185 190 

Thr Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser 
195 200 205 

Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr Tyr He Cys 
210 215 220 

Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu 
225 230 235 240 

Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro 
245 250 255 

Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys 
260 265 270 

Asp Thr Leu Met lie Ser Arg Thr Pro Glu Val Thr Cys Val Val Val 
275 280 285 

Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp 
290 295 300 
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Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr 
305 310 315 320 

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin Asp 

325 330 335 

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu 
340 345 350 

Pro Ala Pro lie Glu Lys Thr He Ser Lys Ala Lys Gly Gin Pro Arg 
355 360 365 

Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys 
370 375 380 

Asn Gin Val Ser Leu Thr- Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp 
385 390 395 400 

lie Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys 
405 410 415 

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser 
420 425 430 

Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn Val Phe Ser 
435 440 445 

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys Ser 

450 455 460 
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Leu Ser Leu Ser Pro Gly Lys 
465 470 



<210> 15 
<211> 1413 
<212> DNA 

<213> Artificial Sequence 

<220> 

<221> CDS 

<222> (1).. (1410) 

<220> 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M18D04 H chain) 

<400> 15 

atg gaa tct aac tgg ata ctt cct ttt att ctg teg gta get tea ggg 48 

Met Glu Ser Asn Trp lie Leu Pro Phe He Leu Ser Val Ala Ser Gly 
15 10 15 

gtc tac tea gag gtt cag etc cag cag tct ggg act gtg ctg gca agg 96 
Val Tyr Ser Glu Val Gin Leu Gin Gin Ser Gly Thr Val Leu Ala Arg 
20 25 30 

cct ggg get tea gtg aag atg tec tgc aag get tct ggc tac acc ttt 144 
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Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe 
35 40 45 



act ggc tac tgg atg cgc tgg gta aaa cag agg cct gga cag ggt ctg 192 
Thr Gly Tyr Trp Met Arg Trp Val Lys Gin Arg Pro Gly Gin Gly Leu 
50 . 55 60 

gaa tgg att ggc get att tat cct gga aat agt gat aca aca tac aac 240 
Glu Trp He Gly Ala He Tyr Pro Gly Asn Ser Asp Thr Thr Tyr Asn 
65 70 75 80 

cag aag ttc aag ggc aag gec aaa ctg act gca gtc aca tct gtc age 288 
Gin Lys Phe Lys Gly Lys Ala Lys Leu Thr Ala Val Thr Ser Val Ser 

85 90 95 

act gec tac atg gaa etc age age ctg aca aat gag gac tct gcg gtc 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Thr Asn Glu Asp Ser Ala Val 
100 105 110 

tat tac tgt tea aga teg ggg gac eta act ggg ggg ttt get tac tgg 384 
Tyr Tyr Cys Ser Arg Ser Gly Asp Leu Thr Gly Gly Phe Ala Tyr Trp 
115 120 125 

ggc caa ggg act ctg gtc act gtc tct aca gec aaa get age acc aag 432 
Gly Gin Gly Thr Leu Val Thr Val Ser Thr Ala Lys Ala Ser Thr Lys 
130 135 140 

ggc cca teg gtc ttc ccc ctg gca ccc tec tec aag age acc tct ggg 480 
Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly 
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145 150 



155 
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160 



ggc acagcg gcc ctg ggc tgc ctg gtc aag gac tac ttc ccc gaa ccg 528 
Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro 



16.5 



170 



175 



gtg acg gtg teg tgg aac tea ggc gcc ctg ace age ggc gtg cac acc 
Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr 
180 185 190 



576 



ttc ccg get gtc eta cag tec tea gga etc tac tec etc age age gtg 624 
Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val 
195 200 205 



gtg acc gtg cec tec age age ttg ggc acc cag acc tac ate tgc aac 672 
Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr Tyr He Cys Asn 
210 215 220 

gtg aat cac aag ccc age aac acc aag gtg gac aag aaa gtt gag ccc 720 
Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro 
225 230 235 240 



aaa tct tgt gac aaa act cac aca tgc cca ccg tgc cca gca cct gaa 768 
Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu 
245 250 255 



etc ctg ggg gga ccg tea gtc ttc etc 
Leu Leu Gly Gly Pro Ser Val Phe Leu 
260 265 
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ttc ccc cca aaa ccc aag gac 816 
Phe Pro Pro Lys Pro Lys Asp 
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acc etc atg ate tec egg ace cct gag gtc aca tgc gtg gtg gtg gac 864 
Thr Leu Met lie Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp 
275 280 • 285 

gtg age cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac ggc 912 
Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly 
290 295 300 

gtg gag gtg cat aat gec aag aca aag ccg egg gag gag cag tac aac 960 
Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn 
305 310 315 320 

age acg tac cgt gtg gtc age gtc etc acc gtc ctg cac cag gac tgg 1008 
Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin Asp Trp 
325 330 335 

ctg aat ggc aag gag tac aag tgc aag gtc tec aac aaa gee etc cca 1056 
Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro 
340 345 350 

gee ccc ate gag aaa acc ate tec aaa gec aaa ggg cag ccc cga gaa 1104 
Ala Pro lie Glu Lys Thr He Ser Lys Ala Lys Gly Gin Pro Arg Glu 
355 360 365 

cca cag gtg tac acc ctg ccc cca tec egg gat gag ctg acc aag aac 1152 
Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn 
370 375 380 
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cag gtc age ctg acc tgc ctg gtc aaa ggc ttc tat ccc age gac ate 1200 
Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp He 
385 390 395 400 

gee gtg gag tgg gag age aat ggg cag ccg gag aac aac tac aag acc 1248 
Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr 
405 410 415 

acg-cct ccc gtg ctg gac tec gac ggc tec ttc ttc etc tac age aag 1296 
Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys 
420 425 430 

etc acc gtg gac aag age agg tgg cag cag ggg aac gtc ttc tea tgc 1344 
Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn Val Phe Ser Cys 
435 440 445 

tec gtg atg cat gag get ctg cac aac cae tac acg cag aag age etc 1392 
Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys Ser Leu 
450 455 460 

tec ctg tct ccg ggt aaa tga 1413 
Ser Leu Ser Pro Gly Lys 
465 470 

<210> 16 
<211> 470 
<212> PRT 

<213> Artificial Sequence 
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<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M18D04 H chain) 

<400> 16 

Met Glu Ser Asn Trp He Leu Pro Phe lie Leu Ser Val Ala Ser Gly 
1. 5 10 15 

Val Tyr Ser Glu Val Gin Leu Gin Gin Ser Gly Thr Val Leu Ala Arg 
20 25 30 

Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe 
35 40 45 

Thr Gly Tyr Trp Met Arg Trp Val Lys Gin Arg Pro Gly Gin Gly Leu 
50 55 60 

Glu Trp lie Gly Ala lie Tyr Pro Gly Asn Ser Asp Thr Thr Tyr Asn 
65 70 75 80 

Gin Lys Phe Lys Gly Lys Ala Lys Leu Thr Ala Val Thr Ser Val Ser 

85 90 95 

Thr Ala Tyr Met Glu Leu Ser Ser Leu Thr Asn Glu Asp Ser Ala Val 
100 105 110 

Tyr Tyr Cys Ser Arg Ser Gly Asp Leu Thr Gly Gly Phe Ala Tyr Trp 
115 120 125 

Gly Gin Gly Thr Leu Val Thr Val Ser Thr Ala Lys Ala Ser Thr Lys 
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Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly 
145 150 155 160 

Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro 
165 170 175 

Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr 
180 185 190 

Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val 
195 200 205 

Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr Tyr He Cys Asn 
210 215 220 

Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro 
225 230 235 240 

Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu 
245 250 255 

Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp 
260 265 270 

Thr Leu Met He Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp 
275 280 285 
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Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly 
290 295 300 

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn 
305 310 315 320 

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin Asp Trp 
325 330 335 

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro 
340 345 350 

Ala Pro He Glu Lys Thr lie Ser Lys Ala Lys Gly Gin Pro Arg Glu 
355 360 365 

Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn 
370 375 380 

Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lie 
385 390 395 400 

Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr 
405 410 415 

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys 
420 425 430 

Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn Val Phe Ser Cys 
435 440 445 
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Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys Ser Leu 
450 455 460 

Ser Leu Ser Pro Gly Lys 
465 470 



<210> 17 
<211> 717 
<212> DNA 

<213> Artificial Sequence 

<220> 
<221> CDS 
<222> (1).. (714) 

<220> 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M3C11 L chain) 

<400> 17 

atg agt cct gcc cag ttc ctg ttt ctg tta gtg etc tgg att egg gaa 48 

Met Ser Pro Ala Gin Phe Leu Phe Leu Leu Val Leu Trp He Arg Glu 
15 10 15 

acc aac ggt gat gtt gtg atg acc cag act cca etc act ttg teg gtt 96 
Thr Asn Gly Asp Val Val Met Thr Gin Thr Pro Leu Thr Leu Ser Val 
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20 25 30 

acc att gga caa cca gcc tec ate tct tgc aag tea agt cag age etc 144 
Thr lie Gly Gin Pro Ala Ser He Ser Cys Lys Ser Ser Gin Ser Leu 
35 40 45 

tta gat agt gat gga aag aca tat ttg aat tgg ttg tta cag agg cca 192 
Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro 
50 55 60 

ggc cag tct cca aag cgc eta ate tat ctg gtg tct aaa ttg gac tct 240 
Gly Gin Ser Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser 
65 70 75 80 

gga gcc cct gac agg ttc act ggc agt gga tea ggg aca gat ttc aca 288 
Gly Ala Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr 

85 90 95 

ctg aaa ate agt aga gtg gag get gag gat ttg gga att tat tat tgc 336 
Leu Lys He Ser Arg Val Glu Ala Glu Asp Leu Gly He Tyr Tyr Cys 
100 105 110 

tgg caa ggt aca cat ttt ccg etc acg ttc ggt get ggg acc aag ctg 384 
Trp Gin Gly Thr His Phe Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu 
115 120 125 

gag ctg aaa cgt acg gtg get gca cca tct gtc ttc ate ttc ccg cca 432 
Glu Leu Lys Arg Thr Val Ala Ala Pro Ser Val Phe He Phe Pro Pro 
130 135 140 
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tct gat gag cag ttg aaa tct gga act gcc tct gtt gtg tgc ctg ctg 480 
Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu 
145 150 155 160 

aat aac ttc tat ccc aga gag gcc aaa gta cag tgg aag gtg gat aac 528 
Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp Asn 
165 170 175 

gcc etc caa teg ggt aac tec cag gag agt gtc aca gag cag gac age 576 
Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp Ser 
180 185 190 

aag gac age acc tac age etc age age acc ctg acg ctg age aaa gca 624 
Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala 
195 200 205 

gac tac gag aaa cac aaa gtc tac gcc tgc gaa gtc acc cat cag ggc 672 
Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly 
210 215 220 

ctg age teg ccc gtc aca aag age ttc aac agg gga gag tgt tga 717 
Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 
225 230 235 



<210> 18 
<211> 238 
<212> PRT 
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<213> Artificial Seauence 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M3C11 L chain) 

<400> 18 

Met Ser Pro Ala Gin Phe Leu Phe Leu Leu Val Leu Trp He Arg Glu 
15 10 15 

Thr Asn Gly Asp Val Val Met Thr Gin Thr Pro Leu Thr Leu Ser Val 
20 25 30 

Thr He Gly Gin Pro Ala Ser He Ser Cys Lys Ser Ser Gin Ser Leu 
35 40 45 

Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro 
50 55 60 

Gly Gin Ser Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser 
65 70 75 80 

Gly Ala Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr 

85 90 95 

Leu Lys He Ser Arg Val Glu Ala Glu Asp Leu Gly He Tyr Tyr Cys 
100 105 110 

Trp Gin Gly Thr His Phe Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu 
115 120 125 
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Glu Leu Lys Arg Thr Val Ala Ala Pro Ser Val Phe He Phe Pro Pro 
130 135 140 

Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu 
145 150 155 160 

Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp Asn 

165 170 175 

Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp Ser 
180 185 190 

Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala 
195 200 205 

Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly 
210 215 220 

Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 
225 230 235 



<210> 19 
<211> 717 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<221> CDS 
<222> (1).. (714) 

<220> 

<223> Description of Artificial Sequence : Mouse-human 
chimeric antibody (M1E07 L chain) 

<400> 19 

atg agt cct gtc cag ttc ctg ttt ctg tta atg etc tgg att cag gaa 48 

Met Ser Pro Val Gin Phe Leu Phe Leu Leu Met Leu Trp lie Gin Glu 

15 10 15 

acc aac ggt gat gtt gtg atg acc cag act cca ctg tct ttg teg gtt 96 
Thr Asn Gly Asp Val Val Met Thr Gin Thr Pro Leu Ser Leu Ser Val 
20 25 30 

acc att gga caa cca gec tct ate tct tgc aag tea agt cag age etc 144 
Thr He Gly Gin Pro Ala Ser lie Ser Cys Lys Ser Ser Gin Ser Leu 
35 40 45 

tta tat agt aat gga aag aca tat ttg aat tgg tta caa cag agg cct 192 
Leu Tyr Ser Asn Gly Lys Thr Tyr Leu Asn Trp Leu Gin Gin Arg Pro 
50 55 60 

ggc cag get cca aag cac eta atg tat cag gtg tec aaa ctg gac cct 240 
Gly Gin Ala Pro Lys His Leu Met Tyr Gin Val Ser Lys Leu Asp Pro 
65 70 75 80 

ggc ate cct gac agg ttc agt ggc agt gga tea gaa aca gat ttt aca 288 
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Gly He Pro Asp Arg Phe Ser Gly Ser Gly Ser Glu Thr Asp Phe Thr 

85 90 95 

ctt aaa ate age aga gtg gag get gaa gat ttg gga gtt tat tac tgc 336 
Leu Lys He Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys 
100 105 110 

ttg caa agt aca tat tat ccg etc acg ttc ggt get ggg ace aag ctg 384 
Leu Gin Ser Thr Tyr Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu 
115 120 125 

gag ctg aaa cgt acg gtg get gca cca tct gtc ttc ate ttc ccg cca 432 
Glu Leu Lys Arg Thr Val Ala Ala Pro Ser Val Phe He Phe Pro Pro 
130 135 140 

tct gat gag cag ttg aaa tct gga act gec tct gtt gtg tgc ctg ctg 480 
Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu 
145 150 155 160 

aat aac ttc tat ccc aga gag gec aaa gta cag tgg aag gtg gat aac 528 
Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp Asn 

165 170 175 

gec etc caa teg ggt aac tec cag gag agt gtc aca gag cag gac age 576 
Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp Ser 
180 185 190 

aag gac age acc tac age etc age age acc ctg acg ctg age aaa gca 624 
Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala 
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195 200 205 

gac tac gag aaa cac aaa gtc tac gcc tgc gaa gtc acc cat cag ggc 672 

Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly 
210 215 220 

ctg age teg ccc gtc aca aag age ttc aac agg gga gag tgt tga 717 

Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 
225 230 235 



<210> 20 
<211> 238 
<212> PRT 

<213> Artificial Sequence 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M1E07 L chain) 

<400> 20 

Met Ser Pro Val Gin Phe Leu Phe Leu Leu Met Leu Trp lie Gin Glu 
15 10 15 

Thr Ash Gly Asp Val Val Met Thr Gin Thr Pro Leu Ser Leu Ser Val 
20 25 30 

Thr He Gly Gin Pro Ala Ser lie Ser Cys Lys Ser Ser Gin Ser Leu 
35 40 45 

Leu Tyr Ser Asn Gly Lys Thr Tyr Leu Asn Trp Leu Gin Gin Arg Pro 
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60 



Gly Gin Ala Pro Lys His Leu Met Tyr Gin Val Ser Lys Leu Asp Pro 
65 70 75 80 

Gly lie Pro Asp Arg Phe Ser Gly Ser Gly Ser Glu Thr Asp Phe Thr 

85 90 95 

Leu Lys lie Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys 
100 105 110 

Leu Gin Ser Thr Tyr Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu 
115 120 125 

Glu Leu Lys Arg Thr Val Ala Ala Pro Ser Val Phe He Phe Pro Pro 
130 135 140 

Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu 
145 150 155 160 

Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp Asn 
165 170 175 

Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp Ser 
180 185 190 



Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala 
195 200 205 
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Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly 
210 215 220 

Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 
225' 230 235 



<210> 21 
<211> 705 
<212> DNA 

<213> Artificial Sequence 

<220> 
<221> CDS 
<222> (1).. (702) 

<220> 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M19B11 L chain) 

<400> 21 

atg aga ccc tec att cag ttc ctg ggg etc ttg ttg ttc tgg ctt cat 48 
Met Arg Pro Ser He Gin Phe Leu Gly Leu Leu Leu Phe Trp Leu His 
15 10 15 

ggt gtt cag tgt gac ate cag atg aca cag tct cca tec tea ctg tct 96 
Gly Val Gin Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 
20 25 30 
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gca tct ctg gga ggc aaa gtc acc ate act tgc aag gca agt cag gac 144 
Ala Ser Leu Gly Gly Lys Val Thr He Thr Cys Lys Ala Ser Gin Asp 
35 40 45 

att aac aag aat ata gtt tgg tac caa cac aag cct gga aaa ggt cct 192 
lie Asn Lys Asn He Val Trp Tyr Gin His Lys Pro Gly Lys Gly Pro 
50 55 60 

agg ctg etc ata tgg tac aca tct aca tta cag cca ggc ate cca tea 240 
Arg Leu Leu He Trp Tyr Thr Ser Thr Leu Gin Pro Gly He Pro Ser 
65 70 75 80 

agg ttc agt gga agt ggg tct ggg aga gat tat tec ttc age ate age 288 
Arg Phe Ser Gly Ser Gly Ser Gly Arg Asp Tyr Ser Phe Ser He Ser 

85 90 95 

aac ctg gag cct gaa gat att gca act tat tac tgt eta cag tat gat 336 
Asn Leu Glu Pro Glu Asp He Ala Thr Tyr Tyr Cys Leu Gin Tyr Asp 
100 105 110 

aat ctt cca egg acg ttc ggt gga ggc acc aaa ctg gaa ate aaa cgt 384 
Asn Leu Pro Arg Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys Arg 
115 120 125 

acg gtg get gca cca tct gtc ttc ate ttc ccg cca tct gat gag cag 432 
Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro Pro Ser Asp Glu Gin 
130 135 140 
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ttg aaa tct gga act gcc tct gtt gtg tgc ctg ctg aat aac ttc tat 480 

Leu Lys Ser Giy Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr 
145 150 155 160 

ccc aga gag gcc aaa gta cag tgg aag gtg gat aac gcc etc caa teg 528 

Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp Asn Ala Leu Gin Ser 
165 170 175 

ggt aac tec cag gag agt gtc aca gag cag gac age aag gac age acc 576 

Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp Ser Lys Asp Ser Thr 

180 185 190 

tac age etc age age acc ctg acg ctg age aaa gca gac tac gag aaa 624 

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys 
195 200 205 

cac aaa gtc tac gcc tgc gaa gtc acc cat cag ggc ctg age teg ccc 672 

His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser Pro 
210 215 220 

gtc aca aag age ttc aac agg gga gag tgt tga 705 

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 
225 230 



<210> 22 
<211> 234 
<212> PRT 

<213> Artificial Sequence 
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<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M19B11 L chain) 

<400> 22 

Met Arg Pro Ser lie Gin Phe Leu Gly Leu Leu Leu Phe Trp Leu His 
15 10 15 

Gly Val Gin Cys Asp lie Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 
20 25 30 

Ala Ser Leu Gly Gly Lys Val Thr He Thr Cys Lys Ala Ser Gin Asp 
35 40 45 

He Asn Lys Asn lie Val Trp Tyr Gin His Lys Pro Gly Lys Gly Pro 
50 55 60 

Arg Leu Leu He Trp Tyr Thr Ser Thr Leu Gin Pro Gly He Pro Ser 
65 70 75 80 

Arg Phe Ser Gly Ser Gly Ser Gly Arg Asp Tyr Ser Phe Ser He Ser 

85 90 95 

Asn Leu Glu Pro Glu Asp He Ala Thr Tyr Tyr Cys Leu Gin Tyr Asp 
100 105 110 

Asn Leu Pro Arg Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys Arg 
115 120 125 



Thr Val Ala Ala Pro Ser Val' Phe He Phe Pro Pro Ser Asp Glu Gin 
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130 135 140 

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr 
145 150 155 160 

Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp Asn Ala Leu Gin Ser 
165 170 175 

Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp Ser Lys Asp Ser Thr 
180 185 190 

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys 
195 200 205 

His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser Pro 
210 215 220 

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 
225 230 



<210> 23 
<211> 720 
<212> DNA 

<213> Artificial Sequence 



<220> 
<221> CDS 
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<222> (1).. (717) 
<220> 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M18D04 L chain) 

<400> 23 

atg agg ttc tct get cag ctt ctg ggg ctg ctt gtg etc tgg ate cct 48 

Met Arg Phe Ser Ala Gin Leu Leu Gly Leu Leu Val Leu Trp lie Pro 
1 5 10 15 

gga tec act gca gat att gtg atg acg cag get gca ttc tec aat cca 96 
Gly Ser Thr Ala Asp He Val Met Thr Gin Ala Ala Phe Ser Asn Pro 
20 25 30 

gtc act ctt gga aca tea act tec ate tec tgc agg tct agt aag agt 144 
Val Thr Leu Gly Thr Ser Thr Ser He Ser Cys Arg Ser Ser Lys Ser 
35 40 45 

etc eta cat agt aat ggc ate act tat ttg tat tgg tat ctg cag aag 192 
Leu Leu His Ser Asn Gly He Thr Tyr Leu Tyr Trp Tyr Leu Gin Lys 
50 55 60 

cca ggc cag tct cct cag etc ctg att tat cag atg tec aac ctt gee 240 
Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Gin Met Ser Asn Leu Ala 
65 70 75 80 

tea gga gtc cca gac agg ttc agt age agt ggg tea gga act gat ttc 288 
Ser Gly Val Pro Asp Arg Phe Ser Ser Ser Gly Ser Gly Thr Asp Phe 
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85 



90 



95 



aca'ctg &ga ate age aga gtg gag get gag gat gtg ggt gtt tat tac 
Thr Le-J Arg lie Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 
100 105 110 



336 



tgt get caa aat eta gaa ctt ccg tat acg ttc gga teg ggg ace aag 
Cys Ala Gin Asn Leu Glu Leu Pro Tyr Thr Phe Gly Ser Gly Thr Lys 
115 120 125 



384 



ctg gaa ata aaa cgt acg gtg get gca cca tct gtc ttc ate ttc ccg 
Leu Glu lie Lys Arg Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 
130 135 140 



432 



cca tct gat gag cag ttg aaa tct gga act gec tct gtt gtg tgc ctg 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 



480 



ctg aat aac ttc tat ccc aga gag gec aaa gta cag tgg aag gtg gat 
Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp 
165 170 175 



528 



aac gec etc caa teg ggt aac tec cag gag agt gtc aca gag cag gac 576 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

age aag gac age acc tac age etc age age acc ctg acg ctg age aaa 624 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 
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gca gac tac gag aaa cac aaa gtc tac gcc tgc gaa gtc acc cat cag 672 

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 
210 215 220 

ggc ctg age teg ccc gtc aca aag age ttc aac agg gga gag tgt tga 720 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 

225 230 235 



<210> 24 
<211> 239 
<212> PRT 

<213> Artificial Sequence 

<223> Description of Artificial Sequence: Mouse-human 
chimeric antibody (M18D04 L chain) 

<400> 24 

Met Arg Phe Ser Ala Gin Leu Leu Gly Leu Leu Val Leu Trp He Pro 
1 5 10 15 

Gly Ser Thr Ala Asp He Val Met Thr Gin Ala Ala Phe Ser Asn Pro 
20 25 30 

Val Thr Leu Gly Thr Ser Thr Ser He Ser Cys Arg Ser Ser Lys Ser 
35 40 . 45 

Leu Leu His Ser Asn Gly He Thr Tyr Leu Tyr Trp Tyr Leu Gin Lys 
50 55 60 
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Pro Gly Gin Ser Pro Gin Leu Leu lie Tyr Gin Met Ser Asn Leu Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arg Phe Ser Ser Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Arg lie Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 
100 105 110 

Cys Ala Gin Asn Leu Glu Leu Pro Tyr Thr Phe Gly Ser Gly Thr Lys 
115 120 125 

Leu Glu He Lys Arg Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 
130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp 
165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 
180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 
195 200 205 

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 
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210 215 220 



Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 
225 230 235 
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